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ABSTRACT : PROBLEM TO BE SOLVED: To provide a medicinal amide compound capable of 

selectively controlling the production of IL-4 which especially deeply participates in the 
condition formation and advance of allergic diseases, in cytokine produced from Th 2 
cells. 

SOLUTION: This amide compound represented by general formula (I) [R 1 is a 

halogen, an alky I, an alkoxy, or the like; the ring Q is benzene, a heterogeneous aromatic 

ring, or the like which may have one or more substituents; R 2 is H, an alkyl, or 

the like; Z is CH or N; R 3 is a halogen, cyano, nitro, or amino; R 5 

is an alkyl, N (R 6 ) (R 7 ) (R 6 and R 7 are the 

same as or different from each other and each H, an alkyl or the like, or R 6 
and R 7 form a cyclic amine together with the adjacent nitrogen atom, or the 
like), or the like] or its medicinally acceptable salt. 
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/k 4-f^'J£/'ci^Jt{i3, 4, 5, 6-fh7t 
Fu-2H-t'7y-4-^;l/$:^'t. )tc«toa$ix 

7. ( 1 ) N- [3-V7V-4- (4-tKu*^t' 
s<V s JV-\-4)V) 7i-;H -4-3_HOif S 
H. (2)4-(4-^DC7x-;H-N-[3-y 
77-4- (4-th'odfvtf<»J^y-l-^;U) 7 
x-;l/] ^y-fS h\ (3) N- [3-^77-4- 
(4-hb'Ddfvb°^'J>''>-l— 4 /I/) 7i-*] - 

3- 3-F<y-f $b\ (4) 3- (4-7do7x- 
/!✓) -N- [3-V-7V-4- (4-t h'u^t^'J 
i?v-i-4)V) 7i-;H h\ (5)5- 
(4-7DD7i-;H -N- [3-V-7V-4- (4 
-hHo^fyt^'Ji/'y-lH/l') 7i-;H 77> 
-2-*/MMMJ-$K» (6) 5- (4-7nn7xX 
;W) — N— [ 3-y77~4 — ( 2 , 2-£y7f7l/-3 

-tKQdf^ro^^) 7x-;H 77>-2-^ 

mJF, (7) 5— (4-?OD7i-rt-) — N — 
[2- (4-hHn^yt^'Jyy-l-^^) tU^ 

y-5->f^77y-2-^msH, (8)5 

- (4-?D.07x-;H -N- [3-V-T/-4- 
(A-W*V JV^Jity- 1— -f/U) 7x-/H 7 
5y-2-;frMWf"9-$F, (9)5-(4-7nn7 
x-/P) -N- [3-y7/-4- [4- (3, 4. 
5, 6-fh5t Ho-2H-h°5>'-4-'f^) t'^ 

7x-/H 77y-2-*;^t 
S b\ ( 10) 5- (4-?Q07i-/H -N- (3 
-y7y-4-e^iJy77x-/L-) 7 7>-2"M- 
tK^SK. (11) 5-(4-?dd7x^)-N 

- [3-V-T7-4- ( 1 . 4-i/**-t-8-T-?X 
fO [4, 5] t#-8-4/1') 7x-;H 77>-2 

(12) 5-(4-;nn-2-- 
hD7x-;H -N- [3-^77-4- (4-hKo 
*i,\?^)i;y-\-4)V) 7x-;H 77V-2-* 
/^-tf=*->?-$h\ (13) 5-(4-;od7x-;|/)- 
N- [3-^77-4- (4-t Fo^-xt^Uvy- 
l-^) 7x-;H f*7xy-2-^ms 
H. (14) N- [3-^77-4 - ( 4 — h Kn^f-y 
f^U^>-l-^;W) 7x-;w] - 5- (i-v7o 
^H»^) ^7x^-2-*^$^, (1 
5) 4- (4-7D07x-/U) -N- [3-y-77- 

4- (4-th'Odf>-hf'<'J^y-l-'f^) 7x- 
+7*f-)l- 2 H. (16)5- 

(4-?OD7x-/W -N- [3->-77-4- (4 
-t Ka^v-t^y^y- 1 --4/U) 7x-;l-] 



y-;W- 2 -^tfdf-tS K, (17)3- (4 -7n 
P7i-;W — N— [3-^77-4- (4-t Fo^f 
y^yyy-l-f;H 7x-;H -5-Xhdfv^ 
;^C-;l^y-f5 ( 18 ) 3- (4-7ot?7x- 
tV) -5- { [3-^77-4- (4-tHDJfxt^ 
ViS>- 1 ->fA-) 7x-;H 7$ Jiji^-iV) £,f. 
#&, (19) 5 — (4-?DU7x —IV ) — N — [3 
-v-77-4- (4-t^D^y^ijyy-l-^ 
;K7x-;H ^fyTSF, (20) 6- (4-7 
DD7x-;H -N- [3-y7/-4- (4-th'n 
^f^U^y-l— 'f/U) 7x-/l/] tlliyy-2- 
(2 1) N- [3-^77-4- (4 
-t Kn^e^y^y-i — -f;k) 7x-;H -4- 
^7n/\4fj/;K y1 f (22) N- [3-^77 
-4- (4-bb*n#yt'<'Jyy-l->f;l/) 7x- 
;H -4 - ( 1 -too) Oif S H*^S(fit^H?ie 

8 . lute 1 ibk^t 5 mitffaztzm<7)mm±m 

9. Hirte 1 tester 5 t mi^mmm & 

10. fife 1 »DT$ K^ftt ^(i^OE^JLS 

guts^^lnrsattftyy^a^^M 

11. frie 1 (ciesso7 5 mirtfat tditommt 

1 2 . Buiei tiEK^r s Yitikmz-Mitvmmi. 

1 3 . Buffil tl£»07$ HL^ttti^Egy: 
f*£U#^££*-T!.7ht-te&JSjfe. ng&. *fc 
Ji7Wi^H4JI&^K*;tti&S!Ig. 

14. Me 1 izimor 5 wtirffaitdizcommi. 

15. fmmmtfttvv&xmm. rxau 

^yfcil^FTY7 2 0*^m§ill»B?IS 1 4 CfSit 

-/□y. f^^t/y, tnurj^yy. 9uk 

7Vy. 7;P77V>. h'J7A^7oy7-thr:h\ 
7;l/7D7^Vy, 7WDWny7-feh-K, ^7 

□^7Vy, ^9*9 x /y* tt°d h y s yv^7- 
h' s 7A>-7-K. 7;^x7r:K, x7;P3;l/hn 
7, 7'rV-H. y'7;Kl/Ht-h. y'7D7/y, 

70^77'-/^ xx/^tih<7)^m^xT/im^m 
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17. U7 V>V3?-m&7 ot 9 'J 9 mi- Y 'J -7 A , 

b7-wh. rym/;^, uh->j7xK 47" 

: JyXY, 9 J fJyXY, ^So^xh, ^Tlf^Wk 
XTyfXY. 7y»l>*Xh. thf7i^ 7*9 

i^r^fy. imfy, 7Xr$y-/W3J:f f # 

18. luia 1 fcEtt*>7 5 Hft^5* fctt*tf>E*J: 
ItSL3**, is XX/. ftggmm* Xfn^f K»*iJ: 
l^7WWMJfo>4>ai«3ft* 1 $r^L2J2Lb03BH 

1 9 . f&tSfflm*? 9 n »J AX#SRfflk 7X 3 v4 
yyfc <fctf FTY 7 2 0*»6»RS*U1«E1 8£K» 

2 0 . *rn4 KSfcb*7V K-7oy s *WTV Y 

-/dv> r^MMifyy, bKn^fyy. yo< 
?yy. Hj7AWoy7-fchx|N\ 
7)l9nX9Y>. 7/Wnyynmb-H\ 
u*9V>. *#*9V>. fruYy. )\)Vi/j- 

Y. 7Ayy-H, 7/1^^7- VDVDVYU 

7tV-K, v7;i^.uH7-h s y7ny/y, 

2 1 . taTlwMf-SiI**;? nt/U h 'J >7A. 
h7-7*k 7VW/^X. uey7XK 47 
y'7Xh, ^fV^Xk ^SD5Xh, ^HVWk 
XTyfXY. Tyy^XY. 7h?-7xy. 7*?7 
xf-y. :t*7h S F„ .jOr^'y, f^ify'y, 
i^/xfy. xt°7xf-y. 7Xr57-BJ;^#a 
fith^^S-yai35»^jKRS<t*irEl 8fc£tttf>fBB 

[0003] 

2MB*»6£43*u Th2»^0#{tli3l£i(Ot 
76 I L-4fc*BU Th2iB»^<7)I L-4«4 

«W-*iktBWfc-f4. iiT, IL-4*£<0Hffl 
A^fW!<0ir*fcU:, IL-4««5£l»irfME¥ 
BffPCfciNFAT. c-Maf, NIP45„ GAT 
A-3. JunB*cfttrt"*i 4:4*6 » .Iix6£^H7 

cornet ^mcomui^nistihcoThh. 

fc. I L - 4 ££0*HM LTTh 2 «O^I3«M 

&\<7)mft*&gt&Ztfrt>. Th 2*HJ&&»6tf) I L 
-4jt±c7)«I*JCjD^t, Th2IIB*»/9«^S^4I 
L-5. IL-6, I L-l 3*0Th2lM YAJy 

[0004] *mmizav&%m%T$&tLZwm: 



^/^ia. I»^l*»64«^««4fe»i^ttit«^7 
/i/^T$>oT, xf-/K rotr/k >fyro 
tVk 7>;k -fV7>;k *3R7*/i^ifj&«aH t 6 

t It. mm 1 *»4> 4 l]Oit0fi fett4J > «WM*^)7/l'3 
*yT"$>oT s xh*^ rn^y, >fy 

7o^y, 7>*y, «3«7h*i'fcir0*fcW , 6*i 

mm) . #*Rl*»4>4ffl*>7a<'A' 7-fe^ 
;k 7Df*-;^J:') fcJ:l>XyyM/ia>6>!Il£ft6 

8<Jtc(47 5 J , ^f-yl/7 5 / , >>'y f-^7 5 7 , x^-;P 

7$/. ^'xf-^rsy. **s*7sy. r^/vr 
sa roe^rsy, <yy>f;i-75y*Wf6 
tis. r 1 iza^mmm^Lx^xhx^T'j-^ 

tit. 7i-/K ^7f-A*ift*t. «MlfcUT^ 

oyy (7 y*. m*. jtx, 3-7*) . immfrt* 

AmnTJV^}V (yf-;l-, x^;k 7nttk >fV7n 
(Xh*>'. iWy, To^df^, >fy7D^i/, 

yhdfy^rh') , ->77, zhu, Aivmis. mm 

\—Am<nT)V*vyv**i' (^fUyy^y, x 
^-l^y$y*^drK TotVyvJj-df^. 1, 
^■J-U-yjy'^^i:') fcJ:^K*iS[l*^4ffl<0^ 
o7^K7Mn^f/i/, 700^^. h';7;i- 
tn^f;l/, 2, 2, 2- h'j7Mnif^t') 

»3St LTtiAayy, 7^;u. r;P3^^, adt 
7^pyv , ^x*Ji^xhn-cfcS. ^ 
7 , J-4^)**6«|fcL"Ctt, 4-?nn7i-;k 3- 
?do7i-;K 2-?oo7i-;k 3, 4-y'^u 
U7i-;k 4-7;l/5TD7xX;K 2. 4-^7/^ 
U7i-;k 3, 4-Sy'7;M-0 7.x-/k 3~?OD 
-4-7^3j"0 7x-;K 4-7Dt7x-;k 4-3 
-H7x-;k 4-y^-;U7iX;P, 4-^Hy7i 
4-Xt>^fy7i-;k 3, 4-y^Hy7i 
x;K 3, 4-y'Xh^fj/7x-;l/, 4-y777x- 

;K 4-*;^y7x-/k 4-hU7^ny^-;p 
7x-;k 3-h l j7WD^f;i-7x-;k 2-^d 
n-5-h'j7^D^f;l/7x-;k 4- — h07x 
x/k 3, 4-yf-U-y^^^7xX;k 3. 4-x 
^-lxyiy^#v-7xx;^i;>'fcff6ii.g.. R 1 Ciitt 
Sa^SSr^rLTV^TiiV^'J-^^^fcH, 7 
'J-^ (7xx;k 77^;k^ri: ) *^i!cl3{) i 64ffl 
<©7/ t fc t CO-CJ) -st, ^!)i.(j7x -)V* 
f-;k 2-7xx;pxf-;k l-7x-;Uf;k 3- 
7xX/U7°UtVk 4 -7xX^7f-^f*iJ>ff 6ix 
* . B^a b LXlt . frieo7 'J -/l^t 
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JWrif) Sr£j«iai/tvvt«>J:<. Witfe'JSs; 
/k 4, 'JS^Vk ey^'x;k 6- 

;ontiJ/y-;K fi^;k 5 -;><^-;k7-xx/k 
5-?nof-xx/k t?yvVk&fc'#S>{fMl*. R 1 
t *S»t * ffi&S £ * LT v vc t J; V vvf nT'J-A-T* 

*l*^Tnj^£ 1 ^L2)8^ttS 5 &fc(46 JK1 

T)V*MzW&Lti%>(n>X'h'oT , Hitf2-f-xx/|, 
*^/k 2- (2-fl-^) xf-/k 3- (2-f-x 

x.^ ) 7*n en-. 2 - e 'j i//kx f-/k 3 - e y >-'/k* 
4 - e y x'/k* ifj&sfctf £ft* . ^.toT 

TV^TtiV^^OTA^p^fctt, JftXfE3ft*fe6fl£> 
y?n7;WtS>^t. M^.{fv^D7*De;W, 
n7*f-/K i^o^yf-A-, v?n^i^k&h'#'&if 
<oit*. MgahLT{4. WEry-/H:H**>Wa 
tfiWf Ml* . R 1 *t 4 «M £'* I/O vt fc J 

^x/kC&oT:. «x.{f n/n^K y^o/f 
x;k y?D«yf-/k ^^n^df-bx;^f*JJ>ff 
Mi*. HAKfc bT<4. MEry-^kHaK^BMt 
*WMi4. 

C00053 «Q(ctj{t*aHias**L"rv^fcj:v* 

aartiiaaw^* 1 *^L3itfts 5 *fci46* 

ey^'y. 77y, f^ix **-»rr-./k f-r 
V-;k 4 S^/wk^fc'tfWMk fflHSfcL-OS 
%m.\frhAm<r>T)V*)\>^ ^o^-'y (7»1 

$«£w-r* ££#?#*. 

[0 0 0 6] RHZt$VhT)V*)Vb&. msmifrh 

zk xfvk rot/K -fyrobK 7'f-/k Avr 
i-JlZb'ZmL. MKIiW. x*/VC*4. R 
2 £fcft*t Ko^T/WWHitt. JttSIci*>&4fl 
OTA^ (BufetlsIiS) tc*iafeWB«LfcfcOT* 
W*»4\ t Fa*^f-A- S 2-th*o*j/xf- 
/k 3-t Kodfy-Tne/k 4-t Hodfv-yf-;l/^ 
fc*#2MfMl*. R 2 . Ri 2 iZ&VthTvlVJt^i/T 

8) t^S^l*^4ffl^Tv^drv (tfA^A-tf* 



T^A^y-. 7*nejj-x;^df>-, 7>'JA>:t 

A^i^f-A-. 2-*;USA:t d fyx^;k r-fe^-A 
^vjrtf-yk 2-7*?\>M-*yX^/k 3-T-fe^ 

y^Jfi/7'DbK 4-7*fvkt J fy-7'>A. 7'ot 
*x;kt* io< f-A* fc'***{f Ml. Vf£l<lt2-T 
■fef-A^-df i^Xf-^r**. R 2 fct>tt*75 /tvMt 

A-fcii. #a«i*»A>4ffloT;^A' (firfetisia) c 

;k T$yxf7k y-*^f-A7*$./>^k 
Sy^A&^fcff Ml*. R 2 . R 1 2^ju(tl>t 
F u*is%)VX-n / TA>*)Vt 14 . 1 ifih 4ffl» 
77k¥A< (1ul£i:|WI8) fct Yu*isiiAt#=MfWBk 
Ltz%>(T>Xh-r>X , mm. th'ndfio&A'tfx^kX^ 
;k 2-t h'n#x#A*x/kx^-/k 3-th'odfy 
^;k+:x;kTn e;k. 4 - 1 H odf x ;k7'^ 

KZifimhtl, &i L<«t Ko*v>&/k*x;kX* 
;k 3 - 1 K odf >-^/k^x/k7-a e/PTfc * . R 2 . 
Ri 2 ti5{t*T;Pa^^;kifx;pr;k^;k>{4. JK 

S5*^itl~4Mcor;i'3^^*;kifx;u (MEtiai 

^F4f^*;k^x;kx^k. ^h^-x^A 
^x;kTDe;k. ^ h*v#/k-tfx/k/f-;k. ih^fy 

rn^df v^/k+rx/kx fvk 7' h ^ y^;k-t'x;k^ f- 
iVKZifihtf t>ti, if * L<<4xhdf^;k-lfx;Mf- 
;kt-;fc*. 

[0007] R s tCfc(t*AD^kt{±, 77I « 
SSL 3->***U, ff*L<»4««. 
* . R3 [z&Vh 7)V*)V b it . 1 *» 6 fflOU 

x^-;k. rn&k VTabk >f V7*f- 

A, ^3^7^, ^y?7k ^v^yf;k *^y 

^-/k. ^x;k^f*^tf^. mma^sMOTfr 

msgiy'h^^. ^y*7k**>\ >f y^yf-;k+^ 
i^, *^yf-;k^^y. ^^/k+df^f^tffe 
it. **»Tfcl)8BRl~3flK)Tyl'3#^* t »*U». 
R 3 Cfc(t*T;W7-x;kV{4. HSRR2-^4flOCi(£ 

fcti^ean^r/i^xA-T* -5 t . ^Jx tr x^x/k 

l-rn^x;k l-7*rx;k^t"*W?>it. 1*Kx 
rx;k^»itv\ R3tfctt*^oT;l/^;k>{4. ^ 

mm 1 ~4 mmmt tzM^wmfn^unv^x-h 

■>T, CTi(f7;k^n^^-;k. ?oo^f;K 7'n** 
f-;k hy7;k^-n^^-;k 2 - 7/kfrnxf-;k 2- 
?oo^f;K 2, 2, 2-hy7/^oxf-;i/^i:>' 
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*U XhttisiiMfizfr* ib^f^M^K To 
;K*v#;M*x/k ^/ro^y^;^-;K Th=¥ 
S^k-Kx/k ft 3 i&y h 4r i^/k-Jfx/i/fr MfihVf $> 
tit. RHzt5tfl7lV*-}l>t\i., k«f!U~4»9 

mm itxtmm.<r>7A*=wx:ii ~> x , 

x;k l-7ot:x;k l-/f-Mi:W^fi. 
[00 08] R'CiSttSADyytli. 7 7f, 

*, n*. a»7*£*u mKimmx-ht. r 5 

Cts»t4 7/Mf /i/fc n, l a»6 6 <loEii£ fcli 
*MS«*<or/WE-rt'rftoT, mta, y<f-/k if 
/k rob/k -fyrot/k 7>/k 4y7*/k S§ 
3$yfvk ^y?-/k -fy^y^/k *:f<y^/k 

'V^S'/k -f yv*i//k tt^isfVttZWbVfto 
tl. tcfrX't*m3kA-^€>m<F>T)l>*)VbWtL\,^ R 

^swifcu^eae^Ty^i' (TwiBtiBjg) 

miWMLtzhVXhiX . Miff. tKo4f5/** 
/k 2-t Ko^v-Xfvk 3-t Kn^TnbVk 
4-b Kodf^y-^fcfc'j&W htlt. RHzteftt 
b Kn^S/^kKx^r^/t-fctt. ittSR 1 411 
COT/I^P (Hulfifc|Hl«) £bFo*^#^t:-/k5*S 

f-Jk 2-tHn^fy*M-;Hf;K 3-bFo=3f 
>-#/l'rKx/krDbVk 4-b Kodfi'tfvk-Kx/PT^- 

tu&ztfWbtit . r 5 Kfcttl- W&«£3r LT 

fcilrVTSyT/M^fcHL 0»&l*^4fflO7/Mr 
/!<• (SfllEtlsia) £7 5 S&tf9® Lfc t <7)T'fc -> X . 

mr^jmmm&t Lxmm. 1 4H^r;u^ 

» ) £ ZtfKy*/ 4 fc'T* / it tdi iSW&ZtlX v > 

Ti«fc<, ^f*Wfc{±7$y*?7k 2-rsyif 
/k ^Vf-;PTS/^f-;k 2-^xf-^rsy^f- 
/k tf/i^/i/rsy^k Tb^rsy^f-;k 2 
-*/U$;W7$yxf-/k 2 -7-fef7P7 S yx-f ;k 

^y y 4 ;kr $ y ;>< fvi^Sr ZtfhWhtih . l£r 

U2«**tT^TfciV««7S>'i»lRtTfcJ: 

^yity, mmmZHLX^X^X^tt^yzSy. 
*;W« 'J yfc Jry'^^kfc y y£ t'*^tf £>*i& . £ 
ttttCli. b"OJ^Vy?-/k 2-t^iJ-/7lf;K 
^E;kft>jyyf-/k 2-^l/*'jyxf-;K f-jf^/k* 

•jyy^k f^^i^v^f-zk (4-^*yye^ 
C0009] RSfcfctfs 7/1^*^ ttt. uaan*» 



6®<mmttzi*ftmw&T)ia*isx*$> o . «*. 

7h*>\ >r 77>*>\ m3S7'h^^, ty+ns* 
=*$/\ y^y-^M-^K *:*'*yf7k**S'\ ^ 

&£'#$>tf ^*>t't«S^4-6<@<07/P3#^ 

l-4ffl<7)7;^^v (first H*) fcAD^y (Mi 
bWm.) ifiW&LtzijOX'fc'iX s MttiT7^4-n^h 
3fK ^DD^Hk 2-7;P3j-oxh^^ s 2, 
2, 2-h'j7;^nxhdf>-^t'*W^n, *F4L 
<ti:2, 2, 2-hU7/^nxhd E .xt > Jbl). R 5 fc 
fcttS7'J-;^^^t(i, 7i-imy, 77f;p 

[0 0 10] R 6 tci3ttS^^or^;i'^- d f^t«i. 
mm3frh6mcr) : y7u7)\,*)\>**i<'X*h'>X . 01 
x.ti'>-y'n'<.yf-;i/^dr^^ v-^n^x/P^^if 
tfbVfbtl. l/9u^^)Vit^>imtL\^. R 5 tc 

fcli^a»R<07^3# i^fcb Ho^r v*« L 
t:i><»Xt>~>X. 0Ufcf3-b Ko^f^TosK^^ 1 
-^f-;P-l-bHn=3f>-xfdf^ s 4-tKo^fy7 

5-bKodf^y^^^^ 6-bHndf 
^df^3rdfi/*»J,ff<9<lS. R 5 ttJ(fi,b KnJf 
^*;^x^7^3Jf^i;{d. DS£Kl^4flK>l» 
i^tt^SOROT^ ^ * b H o * 
»Lfc«.»T*-)T. Mttft Ho#^*;P.-Kx;m 

2-bKDdf^;k-Kx;|/Xhdfx, 3-bK 

)V7V*is#bWt>tlt. 

[0011] RHza^hEim^LX^Xhi.^T 
.fcWC*0« »7SyaiKJ4Wa£4:LTlR«»l*»fe 

4fflcor^;u (Birfatn«) . ^SiSti*^4«^r 

^ (I?IBi:Pl«) fcitf^yy-f/l^WLTtvCtJ: 

B&LxhXK. mm. tn'ji/y. sia^LT 

tiv^b^us/y. *^tf<»j^y. Sffia$r^fcv^ 

xbxwiv&y* wsmznix^xi>£^**v 

htit. ft^Wi75y^bdf^. 7$yxhJfy > 
7Sy7 , D7K*K ^f-;P7$y^ h^ri/, ^f;U7 

sy^h^iy. 2-yy^7$yxhdfi/. 
7$yy h^r^, 7b^r$yy h^v. yob^-x 

)V7^/)<Y^^. <yy-f/U75yyih^K 

'jyyh^fx, 2-^*yyxi-d{-^ 3-^*»; 

/7o--KJfy, 2. 2-^f-;P-3-t/P*'jyTD 
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*yyyi>*y, 3— f- 
^n-^yyyu^y. 2, 2-^f-^-3-^ 
t;y* ijyrn^i/, 4 - tt&v* y yyh^f-y, 
5-f-^/Wty y^yf-zM-^y, 6-f-^;l/*'J 
yv*y;M-*y. e^yy'y* b^y. 
/ihJfy, 2. 2-yy 

=»t-y. 5-e^y yv^y^-/M-3-y, 6-e^yyy 
^fy;M-*y, e^yy-Xh^-y, 2-e^yy 

iKy. 3-tX7y7rn^y, 2, 2-yyf- 

y, S-t^^yV^yf/Wy^ 6-t^5yV-N 
^y/WJfy, 2-tn'Jy7xh^y, 3-tn'Jy 
/rojK^^WJW^fi*. 2-y**f- 

^Tsyxh^fy, 4-^/i^y yy>3-y. 3-^e/y 
^yyyotf^y, 2- : £/k#yyxhdf.y > t/i^y 

/th^i/s 2. 2-y^f/H3-tWJ/7D^ 
[0 0 12] R*&£i-f&TA*-A>ttl:li* TtV*A> 

f-;y^3\ rot;H-*, n-7^-;kf-:t. ^yf-/H- 

*#^y*/H-3!\ ^^A^aWr4r**JMffe*i 
4. RHc^t&t Fa*y7/Mf;l'f-*i:M:. Tiv* 
fvfflfisa&t. ls&» ^> 6 fflT'fc o r , 03* t h'o* yy 
^•f-:*. 2^t Kn^-yx-fzH**, 3-tKn4ry 
7d e/Uf-jJ" - 1 H Pdf y 7f7W-# . 5-tHo 
*y^yf-;Hs* . 6 - h F P*yv9f y^^'&if 
£>*U>. R5fcfc*t&t KP^ytf^tfx^rzM^W- 
* t T^^aWflaHR 1 4 fflT'fc ~>X s Mi 
{ft H o^r y#/M*X/M ^-/H-* „ 2 — t Fn^-y^/ 
)\,i£—)VX&)\rf* . 3-h KP* y*;^z;l/7nt 
tvtt , 4 - 1 F y#^jtfx/k7^/l/f':*#J>lf £ 

[00 13] R 5 tfctf!,SmS5:*LT^T*)J:^7 

<?>w&*tzmmm)T)\s*)v (msitmrn) x-h 

9, RT5y*fcWaikLT#8l8Sl3&»^4»^T^ 
^ (ffifSt|3l«) , D8BR1A»64«<0T^ (IKE 

fc. Kr$y»i3OTfcK»K^ sans-?. 3*K* 
Sl*v»L21H*^rLTV»TtJ:V«Rr5ySr»j«L 

xt«t<. mm. t-py yy. mmm^Lxhx^ 

t^yy'y, ^t^'Jyy. B8l2S£#LTVvt*>J: 
^tr^yy, KJ^s^LTvvckiv^ee^y 
y, ^/u*yyfc<ttXf-:t*/^yy&fc>W4>ft 
ftfWwcttrsy^f-A'f-*. 2-7$yxf-/i^ 

3-7SyTDtr;H-3j-, 4-T5 77'f-;Uf-^, 

yy^/i/rsyy^/i"?-:*. yx^i^syy^/i^- 

2-y'y?-/l/7Syxf-/y^j\ 3-y*y^7$ 



/7n tf A'f-jJ-, 4 - yy f-/l/7 S / 7>^f-:*3: t\ 
*/U$/[^T$yyf-/W-:3\ 2-*;l^^75yxf-;l/ 
•f-st, T-fe^TS/^f-yH-^-, 2-7-fc-WSy* 
xf-;W-:t. <yW ;l<7$y yf-;H^j\ 2-OV 
-f^TSyxf-A^-*. *A*U/^f-^f-*. 2-* 

M'jyit;^, 3— tA*y/rDt:;H-3r, 4 
y y 7f-/H-:t> 5 -^P* y y^yf-zw- 
6-*zw*yyv*yzH-3t\ ■f-srt/wty/^-f 

;H-jJ\ 2-^MEzy*yyxf-zl/f-3j\ 3-^-*^ 

* y y 70 tzH-* N 4 - ttw*. y y y^M-a , 
5 -f-^tzy* y y^yf-zH-tf . 6 -f-^-t;^ y y 
A^y/H-** e^y yyyf-zH-*. 2-h-^yyy 

Xfvyfj}\ S-t^'JyVTnew. 4-fcT^y 

yyyf-zPf-:*, 5-e^yvy^yf-;uf-3j- s 6-tr 
^yyy^yvH-*. t^yvyf-zH-:*. 2-t° 
^^y/xf^ft, s-e^^yvrnt/pf-^-. 4 

-^7y77fW, 

6- t^5yyvJfyzH-j}\ 2-en'Jy/xf 

3-eoyy'yrnt^f-^*w^s. R 
6. R^fcltSTzy^kfi, jR3Rid>&4flfc>7/i' 
^ (MBtHa) Tfcot, xf- 
rohVP. ^V7ohVK 7>/K -fvy^. ^ 

sw&wttzitmhii. m L<t4x^Tfts. 

[0014] R 6 . R'KiiJtSt Ha^^T^Wf-^k 
(i. K3Hkl*»A>4«07A^f;l' (lufEkHS) 

2-t Kndf-yxf-;U. 3-tKo^fy7nh7k 
4-h Vx3*3s7WitZtft>tTt>tL^ *4 L<fi2- 
t H a^r y X^/PT'.J) S . R 6 . R 7 Izts if h T $ J T)V 

\,ZT 5 smtfW& Uc i> <T)X'fo *>X. UTS. JW,iim 

m&t>4mcoT>i>*)u ( mie t mm > , dsbri^ 
4«>7y^ (iaietR») fciv^yy-f n^fej: y^ 
m$tiT^TtJ;<. Sf*Wfcte7$yy^;k 75 y 
xf-^, yyf-^rsyy^. y'x^rsyy^- 
;k *;yS;ursyyf-;i/, 2-*;i/;^7syif 

7- t^-;P7Syyf-;u. 2-7-fef-;P7Syxf- 
^yy'>f;k7$yyf-^if*%(f^ixi,„ r^. 

R'jctiJtiBww-saasjs^k-isfc^oTairtfcR 
aasef, ajtia^. asui^S:i^v^U2#^^tTv^ 
■ct>J:(-«R75y^»jaw-4*i:tt. toyyy. s 

a^LTv^Tt j^ty^y'y. mm^lx^x 

yfrhW&tihWltT $ y . 

[0015] m^WMki^Lx^x t J: we^y y 
ytcfcitss&akii. t Ho^f y ; */t/#=5fy : 7;p 
o*i/Utf99t3)L 1 *^4fflc7)T^df y^^^x^ 

(HfTlBk ;ieHRl~4fi<Oth'n#y7;l^fyP 

( ne t ) ; 7^3 4f y^mit 1 - 4 <io7^ 
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■3*i/T)Va*i, (y. h*is* hdfv-s Ih^fy^ 

*vCCh*>" % 3-y h^To^dfk 
7>*^&ir) ; T)V*)\&tfm®.lfrb4®<7>tl)V 
it*i'TtWMiMt=JMt*if ( istf-iVi) 
/ktfx/M-#>\ 2 -iDVrf^^^lVUlV^-lV^ 

s^*4f) ;#a«ia»^«wrs'JM-*$' (mean 

») ; ^yW/M-*>-; 7x^; JSNkl*64fl 

; ; jiaaRi*»^4ntor;wfA' 

7^/k XhdrS^fvk 2-yi-3fS'X^-;k 2-x 
|>dfvx-f/l^) *fclift*Ria»64ffl«0hKa# 
S/TA^fA' (1trIEtR») ttyifcliiWLTur 
tJlVTSy (t HndfK IK*R1~4»0 

y. tM'jy. ^tt/i^yy. wmm (mmi- 

TWC t J:^^5s;yfc£*&Blfli*Sttt7 5 > 
(■3S&HK7$:'ttN-3MMM KTfcoTfcin) ; 
^* 'J y y f-zpfc fc'aw tns . ftfWWi f^. y 

S/*y-l-<f/k 4-bKn4fi^b°'<'Jj/y-l-^ 
/k 4-#/M^;yt^y>''y-l->f/k 4-^h^f 
jy^/klCx/l/tf/^y^y- 1 — -f/k 4 -xb^^A- 
#x/H^y>;y-l-> f/k 4- ( (2-#;k**:/ 
x^;k #/l/#x/kt*:y) f'OJ i?y- l -4/k 4 
-O/'f^y^iJyy- 1 -'f/l' > 4-h°^U 
yVt^iJi/V- 1 -> Ok 

-l-'Ok 4-*:**;Prtyyif*ys;y--i-4 
/k 4- (N-tf^vK^/kfryy) f^yyy-l- 
-Ok 4, A-^Vyi/^^^MW-l-A 
/k 4-^ytf^U^- 1 Ok 
y^'y-1— Ok 4-^f-;l/7Sytf^'J^y-l 
-■Ok 4- (N- (2-tKDJfyXf;H T$7) 
K*oj^y-l->Ok 4- (N, N-t** (2-fcF 

ndf^x^) rsy) e^y^'y-i—Ok 4- 

( N— -N-yfvV7*$y) 
h*'«OJvy-l->Ok 4- (4-yf-;Pf^5> ; >— 
1 -4>V) t^y i^y- 1 --Ok 4- (N- (2-h 
Kd*£/X*j10 757) t^'J j/y- 1 — Ok 4- 

(ty^^'y-i ->Ok e^y^y-i-4/k 4- 

y)-l->Ok 4-7xx;i^f'<ij^'y-i-^;k 
4 - (n- (2-y h*i/x**) r$y) ty<y ^y 

-1--OK 4 - (N- (2-^h^-/lf^) — N — 

.x^-/P7$y) t^y^y-i-^k 4- (n. n- 
t'* < 2-^h^x^/k rsy) tr^y^y-i- 
4/k 4-y h*>-tr^y y'y-i--Ok a 



;k 4- (2-t Ko*^x?7P) e^.yx>-i— f 

7k 4- ( A-tPvtrz/t'^J ; Jy- 1 -■<( tV) f< 

ys/y-i— -Ok 4- (4-*^*yyy^) 
-•-Ok e^yy'y-i-^Ok 4- (4-3f*ye^ 

[ o o 1 6 ] mmmmmtt ix ^x i> x ^tr^5 s> 

yKfcttSM&afcJi, KSiti*^4ffli7)7;^/i^ 
(t?IBt|5ia) ; 7/W^;H»*^#jSl~4^^/^ 
*i/T)l<*)V (jfr/Wf^/Mf-Jk itAs#*i/X~h)V 
%)£) ;j^^l*^4ffl(7)hh'D^^T^;KB(ie 

tmm) \T)v*>m&ZiV7)V3*i'Utfmm.i-~ 
s&fc i. V7)v*)m& ztiztismm. 1 4^ot h 

'I'x t Ho^^xhdf i^xf-^if ) ; ^^*'^r>- ; 7 

(Mtetl§l«) ; 7^3^^*i e kt>*7;^;HK* s -e<x 
-?ft08RS 1 *^4fflOT^rJJf ^^;P,tCx;P7;^A- 

(B5fStH«) ;^SS:l*^4fflc07>-;KH?ietPI 
« ) : 7 vA«tJ J: t^T/Pdf MRtfUtatM 1 *^ 4 fl^ 

V >T t J: V 1 iphAM?)Ti.J TlV* )V ( tuiei: 
P») ;7^l«*»|»tSRRl3&»fe4ffl^)^^y7 

^i^. ( 2-#/M**i'Xf-;l') ^;P^x/i/7rdf^ 
if) ; ^f-o77/^K^*gtl*^4ffl<7)7^^ 
dtry^Vk fi-/K 7'j/^i:'^fn7 1 J-;W ! 
WUfcfco) : Aoyy (friEt|i|«) . 1R3I8R1- 

4 m<r>7)v*jv ( lute t Mi« ) a x vim®. 1 -4 ®co 
rivals (imtmm) *^s{mss^aT§^$ 

*Ut7xX/k 3, 4, 5, 6-f h7t K n — 2 H — 
t5y-4->f;l/; 3, 4, 5, 6-fh7bKo-2 
H-tt\Zy>-A-4>V; 5-^f;HV^t/-* 
-4— -OkfrA'JifX^ ; 2-i^Ty-3-h h'Ddf^-^ 
a h y >f iVKZWm bti* . AttWCti y'y- 
1— f;k 4-yf-^e^.5> ; 'y- 1 -4/k 4-x^- 

^'y-l--f/k 4- ( 2-bKodfiyX^W) 
£y'y-l--f;k 4- (3-thW7nW h"^ 
f;k 4- (»3»7h^fi/*^x^) 
e^5^y-l-^;k 4- (Xhdf-£y^;P#~;Mf- 

iv) e^^'y-i --Y/k 4- (2-xh^*y^;kif 
x/px^k t^^^y-i-'fyp. 4- (3-xhdf 
v-^y^x^TDbVP) tf^v'y-l-'fyk 4- 
(fnvif^y^v) tr^^'y-i— f;k 4 - (2 
-ft)Vit*i/x&)V) \z«.7i;y-\-4)v^ a- o 

-^^yTDt^) fc^^'y-l-^k 4- 
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^'y-l-/f;k 4- (5-^fA"fVW-*-4 
t^yV-l-^k 4- (2- 

vry-3-hHndf^^ohy^^) e^^y-i 
-4;k 4- tr^yy-i 

-/f/k 4- (2-^f-^T$yxf-;U) e^i/'y 
-l->f;k 3, 5-i/*fvF-4-xF*i/#/l/;tfx 
Wf/l/t^yy-l-'f/k 3, 5->*f7l/-4 
-#/l/tf*^;<f-/M^7v>-l-4/k 4 - (3- 

(3-U'J^) TDt/1/) t^7i/*y-l-/f/k 4 
- (2 - (2-h Fo*>/xF*y) x^l/) f<7i/' 
y-l-/f/k 4- (2-7*f-/t/:**yxf-/l/) fc^ 
5y/'y-l-/f;k 4- (3, 4. 5. 6-rh7tF 
n-2 H-t°7>"-4--f/l/) t^7i;y-l-/fyk 
4- (3, 4, 5, 6-f-b7bHn-2H-^e7 
y-4-/f/k t°/<5y/'y- 1 -/f/k 4-(4-?n 
D7i_;H tf<?^y-i -/f/k 4- (4-7/M" 
D7i-^) t^7y>-i -/f/k 4- (A-jt-^iv 
7i-;H e^5i/*y-l-/f/k 4- 
7x-/k e^5i/*y-l--Ok 4-^h^-^f-^ 
e^i^y-l— f;k 4- (2-^b^yXf;K t 
^S/v-l-zf/k 4- ( 3-jt h*isy°at')i>) t 
^5>/'y- 1 -UVKZWbWbti*. 

[0 0 1 7] flBSO»ftS£*LTivtiJ:^jfc*e^ 
^y'yfcfct Wtitel/t«^l~4«<07/l/*A> 

(m&tmm)\ 0«l~~4fll<7)t FnJfyTA^ 

( buie t mm ) <#rat lt & j: < , a#wtti** 

e^i/'y, 4— (tHo^f^f/i') ^^7-;y 
-l-/f/k 4- ( 2-h Kndfv-xf-^) 
y'y-i-/f/k 4-^f-;P* ; te^.5^'y- 1 --OF 

tcZWbWtzlXh. HetCtJ{t&S»***LT^T 

££LTt4i«it8U~4©?)7/l/*/F (MEfcHII) , 
As* A> (MlBtlil^) K&fihWktih. M 
tmUi. WJy>- 4- /f /k l-y^/l/fc^l/i/' 
y-4 — Ok l-xf-;Pfcr^il> f y-4— f/k 1- 
^y^'/Ft^ y v y- 4 - ;k e o 'J y'y- 3 - -f 
/k i-xi-)V\zui)i;v-3-4)V^ i-if^en 
>j v'y- 3 — < ;k l-o ^Vi/to y i»- 3 - -f 

/k 3, 4. 5. 6-rh7t Fu-2H-tf7y-4 
— f/k 2. 3, 4, 5-fh7tHD77y-3-^( 
/i/&£f#*>*f£>;it&. 

[00 1 8] R 8 . R 8a . R 9 , R'». Ri i . Ri 2 £ 



^#<jd7/f*/ft'S>oT. xf-;k rof 
;k -fvmwk 7>/f. -rv7>;k msm?^ 

%Z#Mfbtl* ntL<\tX1-)VTh$>. R 8 » 
R8«. Ri i Ktjlt4Anyyfc{i, OS, * 

3>>fg£ffr$\ R 8 . R 8a . Ri i fcfctt * 7/1/3 
l)^l*>4>4«^lt«*fcli^S»R^7 
;Pa^r^t'$)^T, ;*F*i^ xF*>\ rn^y, 
-fyroslWf^ 7>*y. SS3iR7F*i/&i'aW 

R 8 . Ri 2 tfcftst F*o*>/T/i/*/Ffc 
14, m&lfrC>4®C0TtU*fr (MlEfclBIII) 
StfBft I fc t WC* o T . tf . t F 0*5/* *■ 
/I/, 2-th'nJfyXf^ 3-b Fo*y/7otVk 
4-t F*n*^7f-;F*£*Wf L< J4t F 

odfi/p<^Tj>l). R 1 1 fciJltST/Fn^i^/Ftf 
x/l^Ji, 7^3*j/*5**5^E lJ&><o4fI<97/F3* 

/k xF*v';$/FzK-/F v rntf^v-^tf^/k /fy 
ro^y*;l/,1?x;k 7F*y/#;l/;tf:^k ^3^7 
F * S/-;&/F*x/F£ Ktfblft>tl I . 
[0019] #»5lft^<aESU3*SSftS«l: LT 

(4, sg^. ^bK«s^. kr«. u>m. «SS 

?^7W&&. vi^/fyKJS. 77«, £«S«(a. 
^xyg^g. yyalgtg, ^^y^/t/^yHJg, ^ynf 
y^y^yiim. p- F;l/xy^;^yg!S^t:(7)fl^ 
RfcOS. ft4V^4*/l/sK*y;P***tf*&i4. 7F 
'J^Atfl. ^'J>7A)g, #;1/S"7X>$6„ 7/1/5-^A 
fi. -r^i/^Ata^t'co^Sg. FUx^/kr^y^r 
if^T 5 y t <7)Jg 4 7t (4 'J i/'y^r 4T<0Z»£tt7 5 y K 
fct0lg*ij)ff^ix^. *^Hm^U4*»ftl ( 1 

i /2mm. 3/47&m. \/Awmifc 

if) . jWHUft«r4ft>ft*S*i*. *6C, *#PHfcS 
»4N-**-9-/f Fft-&**)fi*S*ii. 

(c«MMttft* { #^trs«^. *»a»4^#. F^y 
*^c-ecoiH !: i*itiffli?t{4-eixiyji<7)^ 
*%m±mwm. y^^^ui^T 

[0020] 

■nmi ■. *mMt&h ( i ) uj2iT*>:«£fcj: osbi 
[<ki3] 



r, ~G>V oh 



HN. 



R 4 



o 



(VI) 



(I) 
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<5S+, 4H&tttli?E4:Patca4. ) ftgft (VI) 

k-d:^* (vii) wms&mii. MTwum ( 1 ) , 

(2) , (3) fcckOfr^itfrS*. 

( 1 ) -fb-^j (vi) zmit+tevswvyyttM 
if) ««(hyxf-;pr5>. ty^'y, -M*y> 

A . *iWb* U * A. Pig^ h D ->A& fc' ) co#£T. 

- 2ovfrbmc<m%m.?tt£® ( v 1 1 > 1 3 o 
1 2B»iwi^§*4i t oft-^* < i ) *m 

tit*. *Rl5T(iffl^SJSa^^fcLTffiffl 

( 2 ) fc&M (vi) zmizistxmmmfSL ( ^y 

^-/M^ATSF, i^^/kXA-**!^ y?y- 
/k x?y-;k >f yrnW7^3-;K 79/— )V 
*4f ) JS^Sfl ( 1 , 3-iA>yo^v/k$/Utfy 

;|/) 5 h\ ftsirfx**^ S^V-A-Sri: ) 

^ffttTOt^ (VII) **HI4 
jtS&$8 (S^?-;Hvl-A7$h\ S^f-AOA-** 

y if ) v-ry y yi^x^mo y yfixf 
;M3j:tflis ( h 'jx^rsy, ty s;y%4f) 

STT'^ft (VII) tm&ZitZZ. ktzt. Ofl^ft 
( I ) £9B&th i t * . RJicSaStiji^ 0 °C*> 



1 0 O'CT'J) 0 , R^B#^(4j1^3 0#*>£> 2 4B^ 
m tX 1 - h b i/O X b y ifiDfiqtT 
( 3 ) itii® (VI) &fl£RT;P3~^ ( / 9 /-IV. 

*?/-)i%t') ttzimm^y-fu (?oo»t 
aurflL mm®& (/9/->v. x^/-;k -rv 

rnhVl/r;l/3-;k 79/— /V. xfi/y/yn- 
/K f h7tHD75y. f-^xy, ^hnot'yfc 

(hyx^rsy. ty^'y. -j-hy^Ay 

h\ ^h'J^xhdfyH. *KMfr*-hy«>A, ^cg'fk 

*»4>2 4*ib, Ate* (vii) ta^^-^s.ifctci 

( I ) Srfc, #EJSKfc 

WT, (VII) *>R*##*T***£, 

£mt¥nm£*>^xMftm^t>tiz>$mm. mm 

LX%S6£'€oZbkX'£&. 
[0021] : fc&m ( I ) (C&WC. R 2 #7 

[flii4] 



fx 



Wa-Hal 



OX) 



X \ Wa 



R 4 



(VDT) 



a-i) 



U HaiiiSf, *SL 3?*5r£4>Anyyfcjj* 
ft^ft (VIII) Srjg^^BI (y^fMM75 

h\ i/yf-^x/^dfyH, <y-t:y. wwxy, 
^-Ify, rhybHny^y. ^'xf-;i/X-r 
y^y-;w, x^y-;i- s AvmxDvrfon- 

IV. &3m7i->V7)V3-)V%tl is» 

MOA, *wt^hy>A, *»b&y>>A. 
y>A. imi-hvyj*. i-hwj*/ -tb 
y?Axh4fvH, hyx^rsy^t*) wf. € 

(VI I I ) i:-2 0 4 C*>A>l OOrt'3 0^*^ 
2 4«jrlBRi6*-fr4ii:(cJ: ( I - 1 ) 

[ 0 0 2 2 ] m3 : xmw&te&x&mzttz 

4»^RJECftti i: C «fc OWJStix^-f 



■f&ztftx-Zh. §^>tc. *^t^j* 1 xy.x;u« 
Sr#t*»&, K («IK. iOWrif ) 4fct±^ (*K 
ftth'JW, 7kgKt*y7A^i:) t^ciOJD* 

•t&zk tfvz h . £ Jt . *«wn:^iw«. r s y »Sr 
( h yx^rsy, try : J>%f) 

[0 02 3] ^ft4 (VII) tfcWT. R2 

[^15] 
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T^R* 

R 4 

(X) 



(X) S-*»^*^^»tC*3^-C»«fflV^ 
0U.(£t3&»£ (*. x? 

;P*fc«i«t^iB£**Kirif ) IX 
«T, **aaii£fir 3 ^jjiSTca. «Hbftk t K9 i» 

hmVTfrJ] y*K*fflV^A-f- ( B i r c h ) ®7t; 

«6»t ioTfl:-&» (v i r - 1 ) ##£>*ii>. Kf&a 

[ 0 0 2 4 ] -m 5 : fls£*| (XI) ttHT«*i6fc =t 
[ftl 6] 

V" — ■ 

R 4 



H 2 N. 



(XD) 



FT 
(XI) 



ft^ft (XII) Jyaiv h (Schmi dt) Rfc 
*flffltt, (*. x?/- 

/K to/\v-/k 7?/-/k ^3^y^r;un- 

flHWHBjrc 1 :&» & 2 4 ^^50S"f I) *\ £ fcMaSfc 

/k 7*y-;k fg3$7?y-/k S?£L<liSil3il8 
yfs-iV) +„ h'jxf-^rsyfciif^'^xx/i/* 
x^x/ur^* h k s^^sffiaafflurc i 2 4 

i b fc X 0 , (XI) . 

[0025] #}£6 : fli^Bj (X) fct*iHT, Ft 5 #7 

^x;PT^3dfv. B&«£3Tl/OvT;iJ;^7$/7 

ti^7£yr^H-*4/£jj«N (R« ) (R7) 



[•ftl 7] 

J* 

R* 



(xnr» 



H-Ya 
(XIV) 



R 3 



R' 

(XV) 



(5*+. Yal±7;P3Jfy, ;\o7/U3*s-\ 7U-/V 

N (R6 ) (R7 ) «W>a#J4«Ei:H«-C* 
S. ) 

^t^ft <x 1 1 1 ) zmmmm i;nn*w. 7* 

h~Hj;K j*?y-;k X;?y-;k xF?bF 
i/'xf-/Vx— r/k S^f-zl^/VATS F„ 
*J* +)VX)V** Y i tti*tit><r)M&mm:t' ) + 
4 ^iiil^^T\ igS ( 7KS!<b7 F'J^A, th'JW 
*h*^F\ 7F'J^AXbJf-vh\ *HtM)(> 
i», 7f-;H»f">A*4f) <7)&£T. ik&®> (XIV) 
t-2 O'C*^ 1 0 0°CV \frt>24 &iffl%.&Zit2> Z 

uzx o^^ft ( xv ) tmn>tLi. 

[0026] Um7 : fc&m (XIII) tfc^-C. R 
[Itl8] 



R 

(XVI) 



CN 

R 4 

(xvn) 



-fc^ft (XV I ) fcfil&gfJS (*. ^^y-;k x^ 

mttx) +> ^7^^ (is7y{t-tbv*>j>. *rv 

ttA U ^ A , i/TyftS-i^l:' ) 1 0 O'C 

Tl*»^2 4eHR«3**ikfcJ:"5fl:^« (XVI 
I ) *%hZtftX'%h. 

[0027]^8:€^!)(XIX){i. &T<?>1?& 
[ftl 9] 
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HzN. 



R 3 

R* 

(xvni) 



Wa-Hal 

ox) 



wa 
I 



PS-* 



(XDC) 



(5^4>. *ie^{iffieti5i«Tj)S„ ) 

<fc&* ( xv iii) * mt-t h y vj»v&gt. m$ 

K=5rf) (IX) fcMS#>£>6 o°C"Cl 

R 2 



R 3 

r 4 (vn) 



24i^JE§-£4£fcfc:J:9<ffc£*i (XI X) £#S 
£fc#T#3>. ft^*(XVI I I) £75 

ant7 h y w*4nat h y -7ats K^ii^s 
t, ( i x) tmzit. mtzxwBtmth 

[0028] m9 : ft&m ( I ) «u HT<0*SC i 
UE2 0] 



o ^ 



(XX) 



(XXI) 



Pd(0) catalyst 



R'-^OHfcorR^SnCMck 



/" N R 2 



R 



0) 



/mvnowt (xx) tft^ui (vn) i^min^m 

tz£ Om&ZltT$ Kft(XXI) £*§£<rfc**T# 
*#£>ft£T$ ¥#■ (XX I ) Jfh^Wh^! 

7 y -)V^=yyhh i-^for y -/MC^yfcJfltv 

jMS&i^ (*s *9J—to, 3~9J-to, rn;v- 
/k 7'?/-;K H38l7'f"^T^3-;i's xf-ky/ 
ya-/k ^y-t'y. h;ny, *is\s>: y"*?-/kft 
Jk&7§K&£) <k flatthy«>Aft*l44K»*y 

i *^ 2 4 isisu&i-t s *x*# -y ry y^ac-otas 

■rscttiO-ft^Hl ( I ) aWfeft*. ifctt* 
*Ufc75K# (XXI ) hmb'J7x^*X 

•? <y> v> WJ&w <5 AMMffffT. 7 y 
h 'j^f-^xx$,svMi^f-ory-;i/h y*?-/k*x 
l?07/l^xX£ffli,K as^am (*. 

/k x^y-;k ro^NV-zk 79 j —fr. msmy 

*jrtoTtoi-to, xfi/y/yn-zk <y-tfy N 

frhmm&ms&m: i *^ 2 4^H©a-ti)Xf -r ^ 
ft y7v y?mzxmmti ; 1 tzt ma* 

[0029] >mtzm t-cmmzm 

m (*, *9J-to* x?y-/k XoAV-;k -fv 



Xn h" iVTto^i -;k S^X^/PX— r/k fh7tKo 
75y, y'sj^y^) g? (&& JHbWKDL ft 
It. yyBL flffi&ttiliHL *fc«BH». 7Dt*y 
1L 3A?||. ylL £,ft#SL 
ym. yy=f», ^yxu^yiL o-gyx^y 

S^^WSK) fc^*4£fc£J:9iM«ii«i:-*-4.r 

y^A, TK^bT^s-^A. *Mbvx^y7A, 7- 
h y <?j*Tto? ?- hmtamtz i t (ci 0 stJE-M. 

byx-f^rsy^orsy, ft.g.v%(i'jy>^ 

SikCJ:"), *ftft(l*WHi. l/2*WHi. 3/ 

47K»!ifet') . aaswfttt- sitJ&^&s. 
*M Vit&fatzmrtiz b h . 

[0030] ioj; o £Lx%bix&*mifc£mm 
tf7j>9vvhm%t'nwfejM&<7>mtz 
mz>'Ma<7)imiz£ y mmm-tz z t t . # 

A>*L64j«!|W«5-b 5 fc itt 56¥SStt 
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mzfcbmm&m:? zm^h z t izx^xmmt 
[oo3i] *wm^%?zmcowmm®i o t 

mi. fiW*lfT1SttftSiifeTh2«IB*»^i l- 

S L 3 l> 8tt . T h 2 4HB*>RttJ&t& & V ^fililiM 

-*T£«eBK«. ttPPKML ^SSttStt BffiSS 
*S2Jffi. *7D— fffiRR, Xfn^f Kflfcfcttfc.fctfX 
fn^f FSHfi;tt*7n~tf, TM^HHfflHIfc, £ 

m<mm. mm. tot. s«»i^ti». sw. n 
im%m. im$ms®&&£xmw&m.e>mi l zi> 

[oo32] *fMw&*ijm&tm&* tzt im 
fr-aA n-yx, mrnm. nm^nmm^mz 

^«e&J:lfttilGitt) , »t*&»**t»Wfttf)J: 

■5 xffijtrtmtz i>wmttt?s> & . **5Hk£«wi* 

K-feh* dfcrtftiftStft ; -971^4 K-xx. 

l«BIK*J:im5MtlBWffi»i«W)J: ?£»fiKS£a ; 

mm&ivmTMW) ymmozjkmm mm 

%mmm& mem. ^y^mzm&xv^x-? 
uymmftox o %mm ; mm. ■, #mmm ■, * 
mm ; *7o- mm ■, mto.mmm.m- ■. %h 



[0033] *IWHft-6*tt. • 

^m^mmn. mmmmm. Vxyi—mm. 
e^tt^A^. ie^ttSBmife. «^ifii«^« 

±w« u a <t -> t \m<r)ammm < ^ 

^D'JAX*ft!fe, 7X37^yy, FTY7 2 0& 
if) , Xro-f H» (7VK-V'o>\ X*)V?VY- 

«>9*9W* f7*DFy, yvPv-yxK, 
TA^-yxH, 7/i/^^yxh\ y^^n^hny. ~f 
rV-K, y'7;Kl/Kt-h. ^70.?'/^, 

V. T>V**)-J9Z. Hf'J^Xh, -fy^'^xh, 
?1fy"7XK ^5o7XK ^ifyww. xr^^x 
T^y/ktfxK tbf7iy, r-fcf^x^-y, 3r 
df-thSH, ^9-Jy. i/l'7ity>, x^^Xf- 

[0034] Ma^J: o **!Wfc-S*4fc0:-€-OlS 
SLhSS L o h JgfiT h 2 mWfi h<T> I L - 4 jg±2rS 

mm uz^iza^xnmm^-tz t tmwx-% 
a* (nam ^ffl, mmffl. «tM<i. «i»h. ?uc 
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m. mm. m&WhMKt') tm-£LTftL>ixz>mm 

m. h5c«. yo-/^ xr?)Vi?aym. x'J^fWl/ 

m. mmm. mm. mm. &mmm. &mi. vm 

[oo35] mmw$.mmn<r)-m.[z Ltzt^xmm 
it? h z t #t-# h . wmmiz&^x fma t « , & 
rm. mm^m. mmnm. m&ftm. &mm 
h^imm^t^tihcoTh^. mmmm. tz 

mx'ftCoittzn%x-m!m-z>L t &xz i . zo&m 
mmmu. izb^mm^b-^m^. mtn 

res 4jsaafci±!KBarc*oT «, ±k «ffl-r^> i 

4^JS«lilStt«l4fclillll»». *Ltm 

m. 4t4*yQXffism. mwm*z*mix 

V?-nmb^~>tzffi&X'liM&X'$>htf. imft^ 

mvim^r. mmftx-mmL. muzfoitotztoz 

&5MMb ixit. mm. mmi. mm. vvmr* 
fc'oue Ltz^mwhtih . * a %mm 
izts^x. m^wt^mi^Kb^i^mtm. 

•?)V+V—)l>. r*Ahyy. nr>7>W. Wi. 7lV 

¥*—m. *^>m. *w>m. ^?*>m. hy 

£ tz\±7 V -fe V b £ b ifiVt Z> . 

stszbtfX'*. tzbuttft&mm. vy*i,*7j* 
XTTu-y%b'comim. ^y<ym. y/n^stsr 

xt* y^b<mmm. mm\. tt&m. mm. m 
mm. -tmtt*m. y\y-^~n^m. ^-y^-^m 

V. y 7a-T<yfZtlxm&?Z>z:bl>X'%&. HP 

&zme>mii. mmb ixm^tis>x-?^ 3 y 
m. ^o-y^j, x'j^ywji ^js^fij, mmfcb'tf 
m^ti. zixt>immmtz)5^xmif;m^t>titt 



mmmi. tzbtnmb'&$A,x%j;\\ &m\b 
■t&msiz. *mm\£tzi**mmtfm^t>ti. mzm 

mm. mum. mmmmm. ftmm. 

MLXi>£\\ Wmmb^-h^M. «tt«iJ. IUFJ 

mm. *.m®m\. Bm&m\%b'tfm^bti. mm 
■ mwi&mmzmmsi-z o--/ 3 y 
mb-th^i. mwumzftWiZtzte-^mmzit. 

mm ■ mumm. mMm£>£TS%$nw\z 
mmi&-thc\btfX'Z&. 

1 0 0 3 6 ] ttz. WJco-HKiC (DC* 

&itim£tziiz<7)mmm®L o ?m$m\ 
m. xfo^ mh&wmTu;i*?-Mbwm-t2>c\ 
btizx *) mtitzfem±cr>y}%mft-t h <r b i?x-% h . 
zzx\ r«^j tit. *muk£®£tz\±*?>mmk 
it®Lo&i%bmm®ffl. XTxumh hv^tmr 
ui^-mbmmmmm. &±v*m\\ti&>&£tz\t 
^mmm^Loh^^ftmm\m. xfa^- 
mh 2> ^ ^±fitr u^-m^mmmi t l T«o«ffl * 

JSilfffJBt«ti«)Tib6. iSBHR* ( I ) liZjz 0 

( i ) izi. vmti&fo&tottzitzcDsmmmLd 
fflt *«»^*)*Tfflv^iR o , *<?>mmmmizm. 

SZttftW tzblM. (A) HfeS ( i ) 
fl:^«ifctt-?-olS6±H : «l.d*«. feiV (B) ft 

K?tm%&$%Kh£o%imhLxmLx^xi>* 

^l. Ztit>£^iibiiblttzm.®X'hiXi>£\ / \ * 
^ofiffflE^t ixn. mm. HK^ ( I ) izi. *) 

it»4«wWs w&m%b*zmw m&Lx^mbth 
mmi Mmmzb'm^&mib-tzfr. *«4«i 

ffiitf » *mamm&&. ( i ) hbs < i > icj: 
^mixhfc%m*tz\±*cn>M&m%L o u&ztt- 
•tmmb. %mu®m. x^ua vmhh^mrv 
)V*-m<m-&tz\m«<r>w&tfw&%frrzmi-%h 
num. ttzit ( 2 ) ( i ) izi. *)mztiz>it& 
totfzitzcQmimmid mb . f&swm. 
n^f vrnhh^mrxsiv^-mbz^tthmmb 
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[0037] imm>mmmmy^mt tx\t, ± 

Mi4. **i**i±Kfc mtxo %%miz x^x. mwz 
m®ii&m%mttzimmmmt ixm^im 
a*. &*i«rl a***, stfiaut sawn* 

%<vm.*m. itemomm.. tvmRzxt* ->x 

fr*fctt*Brtfc. &0 . 0 1 *><o 1 0 Omg/A/ 
#*L<J*0. 0 1*>S>5 0mg/A/B&4$ 
it, 4fc, gEtflfctei&O . 0 1K10 0 Omg/A 

/a , im o . o i *»6 5 o o m g/x/B&s- 

[0038] m&8Ml : 5-757-2- (4-t 

Fo*ve^'jv>'-i-'f;u) irys/y 

[fc2 1 ] 

2-^DO-5-^f>Dt'Jy'y (lOg). 4-bF 
ndf i/tf^l) i?> ( 7 . 7 g ) ^)^f-;W?/^7 5 H 
( 5 OmL) 0»«Wfc^>f V7De;l/Xf^7S > 
( 2 2mL) SrJU 1 1 0 < CT2^ISffiB*U^. 

^^V-JK20 0mL) s • l*ftfR| 

( 7 . 2g). is*Jg{Ufs-#c ( 0 . 2 g ) g iViStt 
K(2g) <DSS?K£6 0XlX'2*mmilZ. EJ6 
ft,- 4s 9 4 h^JIU 8BBLfc. S«E£?nn*/UA/ 
*9/-fr (4/1 ) T«fflLilflWttWcri»t*. 

75? <- {luuKiVk/X? J->V) fcftUWHS 
SWtefUfc ( 2 . 9 g ) . 

'H-NMR (400 MHz, DM50-d 6 ): 1.3 - 1,4 (2H. ■), 1.7 



Rw.snor.in <.ip 9m9aan5a7A i > 



- 1.8 (2H, m), 2.75 -2.85 (2H, ■). 3.55 - 3.65 (1 
H, ■), 3.7 - 3.8 (2H, m), 4.50 (2H. s), 4.6K1H, 
d, J = 4.4 Hz), 6.61 (1H, d, J = 8.8 Hz), 6.89 (1 
H, dd, J = 8.8, 3.0 Hz), 7.57 (1H, d, J = 3.0 Hz). 
[0039] flftt&j£ffil2 : 5 - ( 1 -y?u\H- 
)V) f^7iy-2-*/l'.f>'i! 

[11:223 




COOH 



a) l-(l-y?DM^;K Wx> 
[fc2 3] 




imitz1-*yx> (20g) <7)Th7bKn77y 
(200mL) mmWz. 1. 6ffi^N-7"f-;PUf"> 
2±/^*WmWL ( 1 8 2mL) SrSTFLfc. R)S?g£ 
0*CT0. 5l*BBItfL-3 0X:fc}Wltt. $/?o*v* 
*rJV (28g) fciiSTU -3 0°C — 1 5°CT1I$ 

fl2rx-f^ ( 0 . 5 L) Tttffi Ls x-r^JiS-*, 

umm.w ( 4 8 g > at**, ciom* ( 2 6 s > * 

£3 0%ffiK»g ( 1 5 OmL) SrflDxgiSTO . 5 
BSIBHIffLfcSL D»*y»7ATiS«*«W0L, x-r 

^*^A-esagu mtm. %mem ( 2 2 g > * 

1 H-NMR (400 MHz, DMSO-ds): 1.5 - 1.6 (2H, m), 1.65 

- 1.7 (2H, m), 2.1 -2.2 (2H, m), 2.3 - 2.4 (2H, 
m), 6.05 - 6.15 (1H, m), 6.95 - 7.05 (2H, n), 7.15 

- 7.35 (1H, ■). 

b) 5- ( 1-^n^-feX^) W7iy-2-* 
[<b2 4] 




m%Lfzl - ( l-i/^n^-kx^) f-^7x> ( 1 
5g) ^f-h^h YuyyV (2 00mL) WmWz 
1 . 6 N - 7>/P 'J f-*7 A/^^y^Jg (7 3m 

D sr?rru. o'cfi 5^mmL-6oxnzi^mi 

tc. ^X'Yy^T-iX ( 1 5ggJK) SrjD*., HiSS 
■CllMBWPLfc. RJ©SSrl«^iSi^?S4'tS> 

*y>«Mcjsjr«»»<opHi i ot 

T**®^pHS-2fcL#rajL3t@f*f-^JRLJt. 7-feh 
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'H-NMR (400 MHz, DMS0-d 6 ): 1.5 - 1.6 (2H, m), 1.65 
- 1.75 (2H, m). 2.1 -2.2 (2H. m), 2.3 - 2.4 (2H. 

m). 6.3 - 6.4 (1H, m), 7.09 (1H, d, J = 3.9Hz), 7. 

59 (1H, d, J = 3.9 Hz), 12.95 (1H, brs). 
[0040] m£f$.M3 : 4- (4-?DD7i- 

[€2 5] 



a) 4- (4-?DD7i-;K f-r^-^-2- 
[€2 6] 



4-?nD7it^7'D*M2. 4g)«xf^f 
«W-K1. 3 5g) <7>X?./-/Pj§*g£2ll# 

nets . ®m%£ inmwmxwmm. 

/^f-yj: o«fankLsatfeH**i»3t (1.25 
g) 

'H-NMR (400 MHz, DMS0-d 6 ) : 1.36 (3H, t, J = 6.9 H 
z). 4.42 (2H. q, J = 6.9 Hz), 7.56 (2H, d, J = 8.8 
Hz), 8.04 (2H, d, J = 8.8 Hz), 8.66 (1H, s). 
b) 4 - (4-?no7i-;H 1-TV-)V-2-*)\> 

[€2 7] 



JO* 



COONa 



4- (4-?nn7ix;H f-TV-^- 2-^/P^y 
K if/H^f/l' ( 1 . 25g), 1 OfcfeMHt*- 
Mj7A;fal?g ( lmL) aXVufJ-fr (20m 
L ) coj^* 2 l«|5tDi3!>jEe£?Tr> >M V7nt 
/UX-T/lZMl, tfrlBUilittfc^KLfc (1.27 
g) „ 

'H-NMR (400 MHz, DMS0-d 6 ): 7.48 (2H, d, J = 8.3 H 
z), 8.00 (2H, d, J = 8.3 Hz), 8.06 (1H, s). 

[004 1 3 Mft£j£094 : 5- (4-?D07i- 
/P) ^^r~iV-2-ij)Vi^vm.^)Vx.7,=r)V 

[€2 8] 



a) 2-7*57-4' 
[€2 9] 



- 9 ooT-b 1- 7 x /ytgg?£ 



NH 2 
HCI 



2-7'D ; t-4' -?DD7-tS7i;y(12. 7 

g).7^sH*'m(io. i8)n$sjt+* 

*^A7 5K(50mL) 3 tifffim I 

( 1 OOmL) fcitflSK ( 1 OOmL) £ 

m 1 5i*nw!aatffofc. 

fctcj: aatfeffi* < 5 . o g ) . 

'H-NMR (400 MHz, DMSO-de): 4.59 (2H, s), 7.68 (2H, 
d, J = 8.3 Hz), 8.05(2H, d, J = 8.3 Hz), 8.52 (2 
H, s). 

b) n- (4' -?oD7ztj/;H ms^Kif 
[€3 0] 



H 



o 



CI 



2-7*57-4' -?DD7-bh7x7yIIS(5. 
Og), iWnD^VT-fef-h (3. 3g) CO 
^y-kV ( 5 OmL) 1 51$fitt«MBELfc 

■H-NMR (400 MHz, DMSO-dg): 1.30 (3H, t, J = 6.8 H 
z), 4.28 (2H, q, J = 6.8 Hz), 4.70 (2H, d, J = 5.8 
Hz), 7.62 (2H, d, J = 8.8 Hz). 8.03 (2H. d,J = 8. 
8 Hz), 9.14 (1H, t, J = 5.8 Hz), 
c) 5- (4-?DD7i-;H t^Y-)V-2-i) 

I€3 1 ] 



N- (4' -?nn7iti/;H ^^SyKxfvUx 
ZTJl- ( 3 . 6 g ) ff)<y-e> ( 2 OmL) -ffiGftlZ* 
* v-JS€ 0> ( 6 . 2 m L ) fcjDX 5 WilS^fT 

oTta. aatex-fTwiiHiU 5«i 

1 H-NMR (400 MHz, DMSO-dfj): 1.35 (3H, t, J = 7.3 H 
z), 4.40 (2H, q, J = 7.3 Hz), 7.61 (2H, d. J = 8.7 

Hz), 7.85 (2H, d, J = 8.7 Hz), 8.04 (1H, s). 

[0042] mte&M5 : 5- (4-?OD7i- 
IV) -3-xhdfv-^;k-Kx;l^,f,#e 

[€3 2] 
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COOEt 



CI 



COOH 



a)yW 5-(4-?nu7x-;H>(V7^1/- 
h 

[ft3 3 ] 

COOMe 



CI 




COOMe 



og) cotry^'y ( l oomD ^S(ftM»7;p3j-n 
*?>x.)i-fc>mm7m (8. 8mD £?&tlib^ 

anu mk&jjv ( 1 5 g ) nt>tittj 

;K5g), 4-?DD7x^nyl (3. Og) 
<OX^y-/^K ( 1 OmL) , 2MJWW-hy«7.Mc8 
% ( 1 8mL) fc<fct/Wl^xy (3 OmL) Srg»WI 

-< y;-w>A ( l . 7 g ) Srirax siiflSMlSM 

$Uc. «fiS^. yWf/^7A?D7h/77-(- 

( ? d n*;^/^-9-y ) left L$ftfeH#£#fc 
(3. 7g). 

'H-NMR (400 MHz, DMS0-d 6 ): 3.93 (6H, s), 7.57 (2H, 
d, J = 8.3 Hz), 7.79(2H, d, J = 8.3 Hz), 8.39 (2 
H, d, J = 1.4 Hz), 8.46 (1H, t, J = 1.4 Hz), 
b) 5- (4-?D07i-;K -3-xh3-^#/M-* 

[41:3 4] 

COOEt 

r 



ci 



COOH 



i^-f/P 5-(4-?na7x-^)^y7?i/-f 

(3. lg)(0X^7-;K30mL) , f h7tKn 
77>(15mL) <fl*»+£*«rttf- HJ 0 . 
4 1 g ) ( 1 mL) fcJOifc. 

•ci 5BasiaH¥Lfc<o^. x— r^saniwam** 

TttttUfc. MM*. y'J*W7A?n7h/77 
(2. 4g) . 

'H-NMR (400 MHz, DMSChd 6 ): 1.37 (3H, t, J = 7.3 H 
z), 4.39 (2H, q, J = 7.3 Hz). 7.57 (2H. d, J = 8.7 
Hz), 7.79 (2H, d, J = 8.7 Hz), 8.37 (1H,' d,J = 1. 



4 Hz), 8.39 (1H, d, J = 1.4 Hz), 8.47 (1H, s), 13. 
50 (1H, brs). 

[0043] mmmi ■. n- [3-^7^-4- u- 

hHndfi/h^'J^y-l—f^) 7x-;U -4-3 
[41:3 5] 

CN 



WO O 0/4 7 5 5 8#^6Cie«<0 5-757-2- 

( 4 - h fu^k* y ^*y- 1 ->f )V) < y Vx h y 

;K5g) *Jilf4-3-K3cJ|L«8 (6. 3g), 1 
- b Hodf V h y TV— A- 1 Tkftffe ( H O B T : 
3. 7g) , l-x^-;W-3- (3-^^-;WT$yr 
of;P) 0))V-#i?4 5 h'Om (WSC 1:5. 3 g ) 
tJilfS/^Cf-A^A'ATS F ( 1 0 OmL) SriO^SS 
fct 2 BHHWP US. RJ6«fc* ( 2 0 0 m L ) SrJdx. 
«fSBH**^KL. #«>*utHI**T-fehy/*J:9S 
& B B H L?£41MI B B B *#*: (9. 3g) . 
'H-NMR (400 MHz, DMSO-de)^ : 1.4 - 1.6 (2H, ■), 1. 
8 - 1.9 (2H. m), 2.85- 2.95 (2H, m), 3.3 - 3.4 (2 
H, ■), 3.6 - 3.7 (1H, m), 4.76 (1H, d, J = 3.9 H 
z), 7.19 (1H, d, J = 8.8 Hz). 7.74 (2H, d, J = 8.3 
Hz). 7.85 - 7.9 (1H, m). 7.93 (2H. d. J = 8.3 H 
z), 8.08 (1H, d, J = 2.0 Hz), 10.41 (1H, s). 
Hj&: 1 7 6-18 0°C. 

[0044] 1656042 : 4- (4-?DD7i^H - 

n- [3-V-T/-4- (4-t Kodfve^y^'y- 
1 -A iV) 7i-/H ^yif$ F 
[41:3 6 3 

CN 

o 

■mmiTfttztltzN- [3-yTy-4- (4-hK 

D^e^y^y- 1 --f;i^) 7i-/H -4-3-F 
<y-fSH (O. 5g) , 4-?nn7x-Moyi 
(O. 27g) , 2MK1W-F U^A#iB» (1. 5m 
L) fc±tf^f-;Wvk£.T$ F(lOmL) 

siuc. ntytifimam^T f f y 7 i-wx 

7 4 yA'5 S^>i» ( 0 . 6 6 g ) SrjD*. 8 0°CT 15^ 

tcT-fe hy/*i 9B8ft*ffv*sa*fei&&*»fc 

(O. 18g) . 

•H-NMR (400 MHz, DMSO-deU : 1.5 - 1.6 (2H, ■), 1. 

8 - 1.9 (2H. ■), 2.85- 2.95 (2H, m), 3.3 - 3.4 (2 
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H, m), 3.6 - 3.7 (1H, ■). 4.73 (1H, d, J = 4.4 H 
z). 7.21 (1H, d. J = 9.2 Hz), 7.57 (2H. d. J = 8.8 

Hz), 7.81 (2H, d,J = 8.8 Hz), 7.86 (2H, d, J = 8. 
3 Hz), 7.93 (1H, dd, J = 2.5, 9.2 Hz), 8.06 (2H, d, 

J = 8.3 Hz), 8.13 (1H, d, J = 2.5 Hz), 10.42 (1H, 

brs). 

m&: 230-235*C. 

[00 4 5] : N- [3--/7/-4- (4- 

hKDdfvtf<»j^*y-i--f;i,) 7x-;H -3-3 

[ft3 7] 




o 



5-T5/-2- (4-t Hn^S/t^y — i 

iH-NMR (400 MHz, DK50-d 6 ) 5:1.5- 1.6 (2H, m), 1. 
85 - 1.95 (2H, m), 2.85 - 2.95 (2H. m), 3.3 - 3.4 
(2H, a), 3.6 - 3.7 (1H, m), 4.70-4.75 (1H. a). 7.2 

0 (1H, d, J = 8.7 Hz), 7.35 (1H. dd, J = 7.8, 7.8 
Hz), 7.8 - 8.0 (3H, m), 8.05 - 8.1 (1H, m), 8.29 
(1H, s), 10.42 (1H, s). 

Mlk: 1 7 8-1 8 2"C. 

[004 6] W&MA : 3- (4-?nn?x-/H - 
N- [3-V-7V-4- (4-t Fn^i-t^y^'y- 

1 — UV) 7i-;l/] Kyf S H 
[fc3 8] 




KSrffl^THJ6W2t|5|tt^#Srff3Chtj:0, 6 

•H-NMR (400 MHz, DMS0-4 6 ) d : 1.55 - 1.65 (2H, a), 
1.85 - 1.95 (2H, a), 2.85 - 2.95 (2H, a), 3.3 - 3. 
4 (2H. a), 3.6 - 3.7 (1H, a), 4.74 (1H, d. J= 4.4 
Hz), 7.22 (1H, d, J = 8.8 Hz), 7.58 (2H, d, J = 8. 
3 Hz), 7.64 (1H, dd, J = 7.8, 7.8 Hz), 7.81 (2H, 
d. J = 8.3 Hz), 7.9 - 8.0 (3H, m), 8.11 (1H, d, J 
= 2.5 Hz), 8.22 (1H, s), 10.45 (1H, s). 
US: 1 2 5-1 27'C. 

[00 4 7] HS60IJ5 : N- [3-vT/-4 - (2, 
2-vV^-3-hh'Ddfi/7°o^^) 7i-^] 

[ft3 9 ] 




5-T$y-2-(2, 2-v*^-3-t Fn*v 

'H-NMR (400 MHz, DMSO-ds).? : 0.96 (6H, s), 3.31 (2 
H, d, J = 5.4 Hz), 3.85 (2H, s). 4.69 (1H, t, J = 
5.4 Hz), 7.26 (1H, d, J = 9.2 Hz), 7.74 (2H,d, J = 

8.3 Hz), 7.9 - 8.0 (3H, a), 8.08 (1H, d. J = 3.0 
Hz), 10.41 (lH.s). 

1 2 8-1 3 0°C. 

[0048] miH.m6 : 4 - (4-?DD7i-;H - 
N— [3->-7V-4- (2, 2-^^-3-tH 
o^Totfrdf^) 7x-/P] O-f 5 H 

Ut4 0 ] 




0 



HMW 5 T* £>*i£-fl:-&ttfc 4 — ?od7i ^/t/tf n y. 
l!$:ffl^TIISfeW2tll«^#^ff3itd»), $ 

'H-NMR (400 MHz, DMSO-dg)^ : 0.97 (6H, s), 3.3 - 
3.35 (2H. m), 3.86 (2H,s), 4.65 - 4.75 (1H, a), 7. 
28 (1H, d, J = 9.3 Hz), 7.57 (2H, d, J = 8.3Hz), 
7.81 (2H, d. J = 8.8 Hz), 7.87 (2H, d, J = 8.3 H 
z), 7.9 - 8.0 (lH.a), 8.07 (2H, d, J = 8.8 Hz), 8. 
1 - 8.15 (1H, m), 10.43 (1H, s). 
WA: 18 5-187'C. 

[0049] nmM7 : N- [3-^7*7-4- (2, 
2-i?X*)V- 3-h Kodfv-rD^^) 7x-;H 
-3-3-F<y-f 5 H 
Ht4 1 ] 




5-757-2- (2, 2-^^;t/-3-hHodrv 
rotf* is > OY- h 'J iVt 3 - 3- F£,ft#l££ ffi 
wcHJiW 1 fc R»4r»ff*ff 3 £ fc lei 0 , mm 

'H-NMR (400 MHz, DMSO-clg)^ : 0.% (6H, s), 3.3 - 
3.4 (2H, a), 3.85 (2H,s). 4.65 - 4.75 (1H, ■), 7.2 

- 7.4 (2H, n). 7.9 - 8.0 (3H, a), 8.08 (lH,d, J = 

2.5 Hz), 8.30 (1H, s), 10.43 (1H, s). 
116: 14 5-14 7'C. 
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[ 0 0 5 0 3 USSMS : 3- (4-?no7i-;H - 
N- [3-^77-4- (2. 2-^f;P-3-tK 

[€4 2 ] 




mm 7 tn ^fc-ffc^Hi t4-?D07x-;^ny 
R*fflv^Tltltfif«2i:HaBr»ft*ff3CfctJ:9. $ 

'H-NMR (400 MHz, DMS0-d 6 ) S : 0.97 (6H, s), 3.3 - 
3.4 (2H, ■). 3.86 (2H,s), 4.65 - 4.75 (1H, a). 7.2 
8 (1H, d, J = 8.8 Hz). 7.5 - 7.7 (3H, a), 7.82 (2 
H, d, J = 7.4 Hz), 7.9 - 8.0 (3H, a), 8.11 (1H, 
s), 8.23 (1H, s), 10.46 (1H. s). 
1 4 0-1 4 2'C. 

[00 5 1] HttM9 : 5- (4-^on7x-;K - 
N- [3-v77-4- (4-t Kn^tT^US/y- 
l-^/u) 7x-;H 75>--2-#/MWH-$b' 

[4L4 3 3 




5-757-2- (2, 2-^f-;l«- 3-t Kndf-i/ 
7'o#dfS/) ^VrLhij^i: 5- (4-?on7x^ 

'H-NMR (400 MHz, DMS0-d 6 ): 1.55 - 1.65 (2H. ■), 1. 
85 - 1.95 (2H, a), 2.85 - 2.95 (2H. a), 3.3 - 3.4 
(2H, a), 3.6 - 3.7 (1H, a), 4.74 (1H, d, J =3.9 H 
z), 7.2 - 7.3 (2H, a), 7.40 (1H, d, J = 3.4 Hz), 
7.58 (2H, d, J =8.3 Hz), 7.85 - 7.95 (1H, a), 8.01 
(2H, d, J = 8.3 Hz), 8.06 (1H, s), 10.31 (1H, s). 
M£ : 1 3 9 - 1 4 0*C. 

[00 5 23 mmmi O : 5- (4-?du7i-;W 
-N- [3-y7/-4- (2, 2-V*+)V- 3-h 
Kn^rojfttfv) 7x-;H 75>- 2—t)iV&* 
+T5F 

UlA 4 3 



CN 




5-757-2- (2, 2-^^-3-bh'oJf^ 
TD^y) <yY-hV)Uk 5- (4-^D07x- 

7 5>-2-^;^yR^^TH»i km®% 
miff? Zklzl*). 

'H-NMR (400 MHz, DMS0-d 6 ): 0.97 (6H. s). 3.32 (2H. 



d, J = 5.4 Hz), 3.86(2H, s). 4.70 (1H. t, J = 5.4 
Hz), 7.25 (1H. d, J = 3.9 Hz). 7.29 (1H. d, J = 
9.3 Hz), 7.40 (1H, d, J = 3.9 Hz), 7.58 <2H, d, J 
= 8.8 Hz), 7.96UH. dd, J = 9.3, 2.9 Hz), 8.01 (2 
H, d, J = 8.8 Hz), 8.07 (1H, d, J = 2.9 Hz), 10.32 

(1H. s). 
M£: 1 5 5-1 5 7'C. 

[00533 mm\ 1 : 5- (4-?nD7x^;l/) 
-N- [2 - (4-t h'n^v-t^'Jvy- 1-4 )V) 
ITU 5»- 5-4*0 75y-2-^msH 
5 3 




1 Tf§6*lfc 5-757-2- (4-hHu 
1— t°>J : J>t5 - (4-?n 

o7x-*) yyy- 2-t/>ux>m&m^T9mmi 

'H-NMR (400 MHz, DMSO-ds): 1.3 - 1.4 (2H. a), 1.65 
- 1.75 (2H, a), 3.0 -3.1 (2H, a), 3.65 - 3.75 (1 
H, a), 3.95 - 4.05 (2H, a), 4.69 (1H, s). 6.88 (1 
H, d, J = 9.3 Hz), 7.22 (1H, d, J = 3.4 Hz), 7.34 
(1H, d, J = 3.4 Hz), 7.57 (2H, d, J = 8.7 Hz), 7.8 
3 (1H, dd, J = 9.3, 2.4 Hz). 8.01 (2H,d, J = 8.7 H 
z), 8.40 (1H, d, J = 2.4 Hz), 10.12 (1H, s). 
18 7-19 0°C. 

[00543 mmmi 2 ■. 5- (4-?od7i^h 

-N- [3-V-77-4- (4-t/l/*>J St'miSy 
-1— i)V) 7x-/P] yy>-2-i})V7f^^Y 
[fc4 6 3 

CN 



5-757-2- u-fc^tfLr 7e^u^'y- l->f 
)V) OV—\>Vti>h5- (4-?no7x-;|/) 77 

v- 2 -tuvxyw&m^xmm 1 twtMwutm 

'H-NMR (400 MHz, DMSOds): 1.5 - 1.6 (2H, a), 1.85 
- 1.95 (2H. a), 2.25- 2.35 (1H, a), 2.45 - 2.55 
<4H, a). 2.75 - 2.85 (2H, a), 3.45 - 3.55 (2H, a), 
3.5 - 3.6 (4H, a), 7.21 (1H, d, J = 8.8 Hz), 7.25 
(1H, d, J = 3.9Hz), 7.40 (1H, d, J = 3.9 Hz), 7.58 
(2H, d, J = 8.8 Hz), 7.85 - 7.95 (1H, a), 8.00 (2 
H, d, J = 8.8 Hz), 8.06 (1H. d, J = 2.5 Hz), 10.3 
1 (1H, s). 

US: 2 14-216-C. 

[00 5 53 HJ6M1 3 : 5- (4-?DD7x-W 
— N — [3-£y77-4- [4- (3, 4, 5, 6~T 
h7bFu-2H-t7>--4->f;l/) tr^i/V- 1 
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Ut4 7 ] 



CN 




5-757-2- [4- (3, 4, 5, 6— f h5kH 
0-2H-h°7y-4->f;U) tXyy'y-l-f/H 
ACyy-MJ;^ 5- (4-?D07i-;H 77^- 

2 -^^^Mifflv^wtw 1 1 mmzmmrto z 

1 H-NMR (400 MHz, DMSO-d 6 ): 1.35 - 1.45 (2H. m), 1. 
7 - 1.8 (2H, ■), 2.4 -2.5 (1H, ■), 2.6 - 2.7 (4H, 
m). 3.05 - 3.15 (4H, m), 3.25 - 3.35 (2H, n), 3.85 

- 3.95 (2H, m), 7.20 (1H. d. J = 8.8 Hz). 7.24 (1 
H. d, J = 3.4 Hz), 7.41 (1H, d, J = 3.4 Hz), 7.57 
(2H, d, J = 8.8 Hz), 7.93 (1H, dd, J= 8.8, 2.5 H 
z), 8.00 (2H, d, J = 8.8 Hz), 8.08 (1H, d, J = 2.5 

Hz), 10.32 (1H, s). 
MA: 2 2 6-2 2 7'C. 

[00 56] HS6M14 : 5- (4-?DP7i^) 
-N- (3-y7y-4-tX'Jyy7x-;H 77> 
-2 K 

[ft4 8] 




5 -7 5 J- 2 - f*OJ VJKW- YVlVt.5- (4 
-?no7i-;H 75>—2-^^>l!§ffl^T^ 

fc. 

iH-NMR (400 MHz, DMSO-d 6 ) : 1.5 - 1.6 (2H, m), 1.65 

- 1.75 (4H. i). 3.05- 3.10 (4H, m), 7.20 (1H. d, 
J = 8.8 Hz), 7.25 (1H, d, J = 3.4 Hz), 7.40(1H, d, 

J = 3.4 Hz), 7.58 (2H, d, J = 8.3 Hz), 7.91 (1H, 
dd, J = 2.5, 8.8 Hz), 8.01 (2H, d, J = 8.3 Hz), 8. 
06 (1H. d, J = 2.5 Hz), 10.31 (1H, s). 
N£: 14 5-14 7'C. 

[00 571 jtEttWl 5:5- (4-?OQ7i-/H 

— N— [3-V7V-4- ( 1 , 4-*J**V—8-T 
ifXfcTD [4, 5] T*r-8-4)\s) 7i-;H 77^ 

[fc4 9 ] 




5 -7 5/- 2- (1. 4-y'W-8-rfXfD 



[4, 5] 7*1-8-4*) *>VS YV)Vb5- (4 
-;dd7i-;H 7 7y-2-#;l^>-I!$rffivvCII 

mm i fc raattii»*fi d ; t ic J: o . ggftfittAstt 

'H-NMR (400 MHz, DMSO-de): 1.75 - 1.85 (4H, ■), 3. 
15 - 3.25 (4H, m), 3.93 (4H, s). 7.2 - 7.3 (2H, 
m), 7.41 (1H, d, J = 3.5 Hz), 7.58 (2H, d. J =8.3 
Hz), 7.9 - 7.95 (1H, ■), 8.00 (2H, d, J = 8.3 Hz), 
8.08 (1H, d, J =2.4 Hz), 10.32 (1H, s). 
Mj£: 18 7-18 9*C. 

[0 0 58] HSfeMl 6 : 5- (4-^DO-2--h 
D7i-;H -N- [3-^77-4- (4-tFodf 
isW)*S>-l-4}U) 7i-;H 7?y-2-^ 

Ut5 0] 




5-757-2- ( 4 -tVa^isWJ f 
)V) ^yy'-bU/l-i: 5- (4-^DD-2--ho7 
x-AO 7 7>-2-*;udf>il*fflv^TiatWlfcH 
«£*#3:1t3 ifctciO. aB3tfc*SA*»fc. 

'H-NMR (400 MHz, DMSO-de): 1.5 - 1.6 (2H, m) , 1.8 

- 1.9 (2H, m), 2.85 -2.95 (2H, a), 3.3 - 3.4 (2H, 
m), 3.6 - 3.7 (1H, m), 4.72 (1H, d, J = 4.4Hz), 6. 
99 (1H, d, J = 4.4 Hz), 7.19 (1H, d, J = 8.7 Hz), 
7.45 (1H, d, J= 3.9 Hz), 7.8 - 8.05 (4H, m), 8.22 
(1H, d, J = 1.9 Hz), 10.32 (1H, s). 

M£: 2 2 4-2 2 6X2. 

[0059] mm \ 7 : 5-/DI-N- [3-5sT 
y-4- fA') 7i 

f^7iy-2-WWi F 
[4"fc5 1 ] 

o 

5-757-2 - ( 4 - 1 HD^fi/t^'J i?y- 1 -4 

;W) 'Cyy— hD/ut 5-7'Dtf*7xy-2-*rt' 

#y»*fflv^wt« 1 1 m&mF*n a i t 

0, $£feSSA£#*:. 

1 H-NMR (400 MHz, DMSO-dg): 1.5 - 1.6 (2H, m), 1.8 

- 1.9 (2H, m), 2.85 -2.95 (2H, ■), 3.3 - 3.4 (2H, 
■), 3.6 - 3.7 (1H, m), 4.73 (1H, brs), 7.19(1H, d, 

J = 8.8 Hz), 7.37 (1H, d, J = 3.4 Hz). 7.75 - 7.8 
5 (2H, m), 8.00 (1H, d, J = 2.5 Hz), 10.39 (1H, br 
s). 

[0 06 0] mtiMl 8 : 5- (4-?D07x-W 
-N- [3-W-4- (4-bHodfv-b^U^y 
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-1-4 AO 7x-;H **y*>-2-titl>#*V-$. 
F 

[€5 2 3 

CN 

m&Ml 7TH£5-7'C?*-N- [3-x7/-4- 
(4-t KoJf^b^>J^'>—l— f;P) 7x-;H ^- 

'H-NMR (400 MHz, DMS0-d 6 ) : 1.5 - 1.6 (2H, m), 1.85 
- 1.95 (2H, m), 2.85- 2.95 (2H, m), 3.3 - 3.4 (2 

H, m), 3.6 - 3.7 (1H, m), 4.74 (1H, d, J = 4.4 H 

z). 7.21 (1H, d, J = 9.3 Hz), 7.53 (2H, d, J = 8.1 
Hz), 7.67 (1H, d,J = 3.9 Hz), 7.78 (2H, d, J = 8. 

1 Hz). 7.8 - 7.9 (1H, m), 7.99 (1H, d.J = 3.9 Hz), 
8.0 - 8.1 (1H, m), 10.38 (1H, s). 

MA: 2 4 6-2 4 9'C. 

[006 1] mt&mi 9 : N- [3->-7V-4- (4 
-hKD^ye^'Jy'y-l-^f/H 7x-/W] -5- 

S K 

[^5 33 



CN 




5-7SS-2- (4-bFndf^e^'J^'y-l— f 
;!-) ^>Y-hV)lbJ%m&f&M2-C'&t>tifz5- ( 1 

'H-NMR (400 MHz, DMS0-d 6 ): 1.5 - 1.6 (4H, m), 1.65 
- 1.7 (2H, m), 1.8 -1.9 (2H, i), 2.1 - 2.2 (2H, 
m). 2.3 - 2.4 (2H, m), 2.8 - 2.9 (2H, m), 3.25 - 
3.35 (2H, m), 3.6 - 3.7 (1H, m). 4.72 (1H, d, J = 
4.4 Hz), 6.25 - 6.35 (1H, m), 7.12 (1H, d, J = 3.9 
Hz), 7.17 (1H. d, J = 9.2 Hz), 7.8 - 7.9 (2H. m), 
8.01 (1H, d, J = 2.5 Hz), 10.24 (1H, s). 

: 1 8 0 - 1 8 2'C. 
[00 6 2] HJ&0IJ2O : 4- (4-?OD7i^H 
-N- [3-V7V-4- (4-t Ko^f^b'^ll^y 

H 

[4fc5 4] 




5 -7$ 7-2- U-tKn^t^'jy'y-l-^ 
)V) ^yV-hU)Utim^msX1%Wz4- (4 
- ? n d 7 x -;l- ) 1~TV~-)V- 2 - *i)VXvWr>- V V 

'H-NMR (400 MHz, DMSO-dg): 1.55 - 1.65 (2H, m), 1. 
85 - 1.95 (2H, m), 2.85 - 2.95 (2H, m). 3.3 - 3.4 
(2H, m). 3.6 - 3.7 (1H, m), 4.75 (1H, d, J =3.9 H 
z), 7.23 (1H, d, J = 9.3 Hz), 7.59 (2H, d, J = 8.3 

Hz), 8.03 (lH.dd, J = 9.3, 2.9 Hz), 8.1 - 8.2 (3 
H, m), 8.57 (1H, s), 10.77 (1H, s). 
WA: 10 4-10 7°C. 

[006 3] Wm2 1:5 - (4-?D07x-W 
-N- [3-y77-4- (4 -t Fo^t^U l/V 
- 1 -4)V) 7i-;H ^^r-iV-2-i])Vif^ 
5 H 

[^5 5] 



CN 




*W~)V-2 -*])VX>m3zi-)Vx.X : f)V (2.0 
g) - ymit-ThV^M. (0. 48g) HXX/50%zr. 

?s->\s*®m i wons l*. 

mm i mmm-cwwim±&®ft ( 1 . 5 s ) 

tz. Z<?>®W£6Q'C?ffl&L%<7)£&<X<OKfcl l zm^ 
tz. ±§i^3?mL>tltz5- (4-?oo7i-;H * 
- 2 -titVX>mt 5-r57-2-(4- 
t Kodf^^U^'y- 1 —ijv) >JA£ffl 
v^HtM l k RttfcfifffcfTd £ fcJ: 9#fil£A£ft 
tz. 

1 H-NMR (400 MHz, DMSO-dg): 1.55 - 1.6 (2H, m), 1.8 
5 - 1.90 (2H, m), 2.85- 2.95 (2H, hi), 3.3 - 3.4 (2 
H, m), 3.6 - 3.7 (1H, m) , 4.73 (1H, d, J =4.4 Hz), 

7.21 (1H, d, J = 8.8 Hz), 7.62 (2H, d, J = 8.2 H 
z), 7.89 (2H, d, J = 8.2 Hz), 7.98 (1H, dd, J = 8. 
8, 2.4 Hz), 8.07 (1H, s) , 8.11 (1H. d, J = 2.4 H 
z), 11.01 (1H, s). 

1 9 3-19 5°C. 

[0064] mm&\22 : 3- (4-^OQ7x^) 
-N- [3-^7V-4- (4-b HoJf^f^U^y 
-\-A)V) ?3.-)V] - 5-x.h*is*l)V-$-)V<y 

[^5 6] 



nwonnnn- ^ id 



(£6) )02-338537 (P2 0 0 2-Kd3 7 




COOEt 



CN 



CI 



;p ) < y v - h D )Vt WM-t^M 5 tlf Wifc 5 - (4 

'H-NMR (400 MHz, DMS0-d 6 ): 1.38 (3H, d, J = 7.3 H 
z), 1.55 - 1.65 (2H, in), 1.85 - 1.95 (2H, a), 2.85 

- 2.95 (2H. ■), 3.3 - 3.4 (2H, a), 3.6 - 3.7(1H, 
m), 4.35 - 4.45 (2H, m), 4.74 (1H, d, J = 3.9 Hz). 

7.21 (1H, d. J= 8.8 Hz), 7.60 (2H, d, J = 8.3 H 
z), 7.84 (2H. d, J = 8.3 Hz), 7.85 - 7.95 (1H, ■). 

8.10 (1H, d. J = 2.4 Hz), 8.34 (1H, s), 8.46 (1H, 

s), 8.49 (1H, s), 10.60 (1H, s). 

[0065] HSS0IJ23 : 3- (4-?OD7i-/H 
-5- [ [3-v7/-4- (4-h h'Ddf^t^'J^* 
y-i -4iv) 7x-^] T^JfifrX-iv] £,t#ig 

[fc5 7] 

COOH cn 

C| JU O 

3BtW2 2T#£>*lfc3- (4-?DD7x-;H -N 

- [3-^T/-4- (4-tKP^fyK^iJyy-l 

h ( i g) <n*9;-frmbwz2m&mttr)-Y»*> 

A«S(5mL) *Jn*£fi"C3lSfil«ffU:. fcV* 

•c***ff*u immkT^mm. me^wcm 

£ OBttASftr W&tiA£ftfc ( 0 . 32g). 
1 H-NMR (400 MHz, DMS0-d 6 ): 1.55 - 1.65 (2H, a), 1. 
85 - 1.95 (2H, a), 2.85 - 2.95 (2H, m) , 3.3 - 3.4 
(2H, a), 3.6 - 3.7 (1H. n), 4.74 (1H, brs).7.22 (1 
H. d, J = 8.8 Hz), 7.60 (2H, d, J = 8.8 Hz), 7.84 
(2H, d, J = 8.8Hz), 7.9 - 7.95 (1H, a), 8.11 (1H, 
d, J = 2.5 Hz), 8.36 (IB, s), 8.44 (1H. s), 8.52 
(1H, s), 10.62 (1H. s). 

1 20-1 25*C 
[0066] $mM24 : 5-7tt-H- [3-S^T 
J -A - (4-t Ho^^t^U^'y- 1--OP) 7i 

[€5 8] 

o 

5-757-2- (4-tKnJfy^'Jyy-lM 



mct i i: mmmm-tt a £ 1 1 j: o . $g£s»££ 

1 H-NMR (400 MHz, DMSO-d^): 1.5 - 1.6 (2H, m). 1.8 

- 1.9 (2H, a), 2.8 - 2.9 (2H. a), 3.3 - 3.4 (2H, 
a), 3.6 - 3.7 (1H. a). 4.75 (1H. brs), 7.19 (1H, d, 

J = 8.7 Hz), 7.84 (1H, d, J = 8.8 Hz). 8.05 (1H. 
s), 8.51 (1H, s),8.89 (1H, s), 9.04 (1H, s). 

[0067] HteM2 5:5- (4-?OD7i-;H 
-N- [3-^77-4- (4-t h'odryf^'Ji/y 

- 1 -> f )V) 7i-^] Ktftttt 
[<L5 9] 

N CN 

01 HCI 

HJUffl 2 4 T*4>*lfc<ffc£* t4-?DD7x x/l^o 

ywt*m^xmm2 tmw&mz*. off 

i LN -7 2 - to 'J H y/x-f ;P/*<k OSS 

'H-NMR (400 MHz, DMSO-dg): 1.5 - 1.6 (2H. m), 1.8 

- 1.9 (2H, ■), 2.85 -2.95 (2H, in), 3.25 - 3.35 (2 
H, m), 3.6 - 3.7 (1H, m). 4.34 (1H. s), 7.22(1H. 
d, J = 8.8 Hz). 7.63 (2H, d, J = 8.8 Hz). 7.9 - 8. 
0 (3H, a), 8.13(1H, d, J = 2.4 Hz), 8.73 (1H, s), 
9.13 (1H, d. J = 1.9 Hz), 9.15 (1H, d. J = 1.9 H 
z), 10.83 (1H, s). 

m&: 195-200°C. 

[0068] mmm2 6 ■. 6-^-n- [3-yr 

y-4- (4-hKodfyf^.U> ; y-l-^/l') 7i 

-)i>~\ t >; y*y-2- s H 

Ht6 0] 



_ CN 

BrW^N^OH 



5-TS/-2- U-th'D^yt^'Jxy-l-'f 
;P) OV-YV)Vh f>-7uttVi/>-2-a»vi£ 
^R*fflv^TWt« 1 fc HHWrilftfcfT 5 i fc t J: •) , 

'H-NMR (400 MHz, DMSO-de): 1.55 - 1.6 (2H, a), 1.8 
- 1.9 (2H, m), 2.85 -2.95 (2H, ■), 3.3 - 3.4 (2H, 
a), 3.6 - 3.7 (1H, a), 4.73 (1H, d, J = 4.4 Hz), 

7.20 (1H, d, J = 8.8 Hz), 7.9 - 8.35 (5H. a), 10.5 

9 (1H, s). 

[006 9] HJSM2 7 : 6- (4-;do7x-/H 
-N- [3-y7V-4- (4-t Kn^tv^y^'y 
7x^;H tfys/y-2-*^***SH 

[fc6 1 ] 



BNSDOCID: <JP„ 



_20O2338537A_l_> 



(fc.7) )02-338537 (P2002-fi«( 



UttM 2 6 Tlf t> ttiZft&Qn fc4-?OD7x-WD 
:4«* JBwtS(Bi042 1 R«*Jltfs£?r 5 i i: t:«fc 0 . 
$ftfer*^7 r 

'H-NMR (400 MHz, DMS0-d 6 ): 1-55 - 1.65 (2H, m), 1. 
85 - 1.95 (2H, m), 2.85 - 2.95 (2H, m), 3.3 - 3.4 
(2H, m), 3.6 - 3.7 (1H. m), 4.75 (1H, d, J =4.4 H 
z). 7.23 (1H. d, J = 8.8 Hz), 7.61 (2H, d, J = 8.3 
Hz), 8.05 - 8.35 (5H, m), 8.43 <2H, d, J = 8.3 H 
z), 10.62 (1H, s). 
m&: 9 8-lOCTC. 

[00 7 01SBtt«28: N- [3-^7/-4- (4 
-hHndfv-e'<.>ji;y-i->f;p) y^—fV] -4- 

Mfc6 2 ] 

o 

5-757-2- (4-t KD^t^ys/y-l—f 
/I/) ^yV- t- >J >Vt 4 - u/v3-^/l^,ft#&££J8 

'H-NMR (400 MHz. DMSO-dg) 5 : 1.2 - 1.85 (14H, m), 
2.5 - 2.6 (1H, m), 2.8- 2.9 (2H. m) , 3.25 - 3.35 

mmmn 

*9tM<Mfc&kl 3 0 g . #L$i 3 2 8 . 8 gfcitflStt&fi, 

tira*£2 0*-/;^t$£JSirtg®g-ts. flBlfl£lI 
Hit**-* K4 • 5 giS^X-fTD yiV^^y^A 
4. 5g*Jn£, ateUfc. »£fl£*g7. 5ram« 
Sft£J8WB£U -«eMl5 0mg<7>8gf!|3 0 0 
03i£#S. 

[0073] JTF. lOIMC J: -043WB^Ift»^B»t 
6. 



(2H, m), 3.6 - 3.7 (1H, ■), 4.72 (1H, d, J =4.4 H 
z), 7.17 (1H, d, J = 9.3 Hz), 7.36 (2H, d, J = 7.8 

Hz), 7.8 - 7.9(3H, m), 8.09 (1H, d, J = 2.4 Hz). 
10.26 (1H, s). 

2 1 8- 2 2 0*C 

[007 1 ] mm29 : N- [3-x7/-4- (4 
-tFa^tr^'j^'y-i-'Oi/) 7x-;i] -4- 

(l-eDD)^yfSH 

[4H6 3 3 

Cn^ CN 

o 

5-T5/-2- (4-hKnJfytr^Jyy-l-^ 
/H <yY=. h Vfrb 4 - ( 1 - too) $,f.#g?£ffl 

^xmam i i R»*»ff*ff ^ zttt*), &&&& 

'H-NMR (400 MHz, DMS0-de>S : 1.5 - 1.6 (21, m), 1. 
8 - 1.9 (2H, b) , 2.85- 2.9 (2H, m), 3.3 - 3.4 (2H, 

m), 3.6 - 3.7 (1H, ■), 4.72 (1H, d, J = 3.9 Hz), 
6.31 (2H, dd, J = 2.0, 1.9 Hz). 7.19 (1H. d. J = 
9.3 Hz), 7.52 (2H, dd, J = 2.0, 1.9 Hz), 7.76 (2 
H, d, J = 8.7 Hz), 7.90 (1H, dd, J = 9.3, 2.9 Hz), 

8.04 (2H, d, J = 8.8 Hz), 8.11 (1H, d. J = 2.5 H 
z), 10.35 (1H, s). 
R£: 2 3 6-2 3 8'C. 

[0072] 



(mg) 
10. 0 
109. 6 
27. 4 
1. 5 
1. 5 
150. 0 ( 1«) 

V>f I — ¥>b LX c o n c a n a v a 1 i n A 

(con a) fcaanL-asttfcLfcHfc:, «ai±nw' 

££4i$*i.&lL-4:fcJ:tnFN-r£, IfgffiftSr 
mvzmmVLmzizx^xjZM.tzzbizx^x. *?& 

WXfcd*0> I L - 4 itf I F N - r fttfcWiff 
JB«HiiLfc. OTfc^flJim&i&K***. 6-1 2 

jUtoiitt balb/c 7»?^*>^i«i^iiawfc«iij 

U 10 £"lftKlltilt ( F C S ■) t WD L 

fcRPM I 16 4 OJgiffi (i^vfti!!) 4»T'ty-fe -y 

h*mix&<'i. tismmtzx^xftsmzmki 

tzmz, RPM I 16 4 0 *«&T3 0»#*-* C fc 

±->x. wmmm-mimmzmgiuz. f 
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LftL<0£i£fflU RPMI 1 640*SJftfc:tt. 10 
mmo 1/LC02-C4- ( 2-t Ko*j/X*/W) - 
l - >-'-;^x^ yxnit vW. (HEPES) s 
6 0xtg/mL<?)eSR*-tV^^y*jJ:Vl OTTijifi/ 

aas:2. 5x i o 5 cm/^i-ivx-Asfcns-hizm 

SDL. *^^Xb^5Sr 0 . 0 00 1~1 0;umo 1/ 
L ^mSX-mm U 1 0 jiz g/m LcOC o n A 

^-?£tefflLT3 7°C, 5%C0 2 - 9 5%3ESW>& 
frTT' 2 4 B^ig* Lfc . **J , x /K*>fti*$ftli 

i. o mL tLii.mmjmz, mmmtwRL 

X, I L-4*JJ:VI FN-r^£at«EfflLfc. *JS 

Lft. iS*±Jt+<0 I L - 4 itf I F N - r ££*l± 
J3lT<0*Jr«Wt Lft. 9 6 5t?4 ? DfX h 7V- h 

— **** (7r-5>y'iytiS) fc*Wi5»/Mtt 
7WIFN-rty?o-t;HRft (7r-i>y'i 
y#f!) £50 juL/^xATaSJoU 4xrr— s» 
MLft. «»«rC3liK!»Lfctt. 7*o>/?x-.x (* 
B*^sB*^tt) £2 0 0 /zL/^x/l/TiSsjDU 

ft. ^J6"C-3Hia#Ucf*, *S»±f*^yr;P^ 5 0 

AtL/^x^-c^jnL, 4°ct— HfctfgLft. at^ar 

ffi-^XI L-4*/?n— t/HS* (7r-Syy'i 
*&V^itT*f-yiHi5-y httV^X I FN- 
r^Sfo-l-friUfo (7r-5y^'x>aig) £50 

T6EliJ»Ufett. Tt'ity-Di/ttisy—m 5 0 
m L/^i/l/CSHniLSStC4 0#I3!?«U S <otc. 
608fe»Lfctt. ««T$>S0-7xXU>^r5yt>J: 
tfiiiHb^£*jDLT*fe3*fc. 14 20V/H-? 

^#>7y*- (7r;wv^r ■ *4 Xr-tVM) £« 

fflLT, #«7x;K0490 nmfc*Jlt4i»3feKSr«t 

Lft. Ms-frxr/U: LX 'J^yb't^ i l - 
4 (7r-5y^xyas?) *^ti'J3>-f^>hv 

WIFN-r (7r-;yyiytl) Sr&fflLT. 

v^ii FN-rSttStr&'WMffffitov^a. ffl* 
K$b$mi I biz l&mBWSlZ X-iX, 5 0 %fm 

mm ( i c 5 o > £*#>ft. *»5Ht£» 

{±IL-4*4C»LT0. 000 1*^0. 0 1 M 
m o 1 /Lmol /L<7>iftg®HT'3$7J =5rJfP$lJffrB U 
ft. IFN-r*£fc*WS»IWfBBtt. IL- 



4 *£fc*rt4fra«tsffltf> 1/10-1/lOOOtS 
<. **DJ<0fc£W4 1 L-4*£K*fl/C*RWfc« 

«fpffl**-rik^ais*ifc. *ft. balb/c7 
vx&*cr>&mTfflm. mrji>7i>t:imtix 

•77XTh2»1*. D10. G4. 1*B8S£\ *fflfl& 

tih i L-4*ttc^tTi. iMtm^-nmxmm 
[0 0 74] m.m2 ■. $m7fr?$>im-?>?x-m 

Tm.tt.7iV 5 -*7 A y>V*Jr>< tf^a^g* 0 . 5 m 1 
£6~7iII&<7)4H4BALB/c-? , 7.X (B*f-v-/l^ 
7.'jA<-»^a) OKBErtfcs 2anmHT2lHB&« 
Lft. fOljllBfifcfc. WST/K/Syi OjugSrv^ 

^oBWKfcftraif Ltf-v u y^ts n t izx ~> 
x, i-^uyjcoim^kmx/2 4mmmz-m^<D 

#ffi£ft 3 Z«tt»?M&R»3 tfft . XmXMt&fo 

ttttzommmmto &mi, o. 5%tKo*>- 

0. 01-1 00m g/k gffcBtf)JB*T\ gPV>r 

-Steffi LT«£U SffB^JIWtLfc. 
Sfcoi,»Ttt. ( n = 5~l 0) rticWIiiJ: 

0 . l-100mg/k g#:*ORaMPS4T\ f-Y- 
1^ > 1 ^raf^ip^ffllfc J: V 2 4 B#H&<7>>I?fcffl?) 

*3HIHfc^* lOOmg/kg ^ffitt^) SD77 hfcJ: 
V«tt«BALB/c V^tl 4BiaRaep»4-L 
ft* J . JBtWl»fe<t=Sn&»ofc. 
[0075] 

^t^ftrti. Sti!lt-iSft$il3tTh2ffl^*^<7)l L- 
4j^£StRWtjWSiJ-t-i.#ffl£-n>cIi:*^. 

ft. #«ie«gat^<^^4ft*ii&a8Wi:UT<>^ 
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(51)Int.C1.7 FI f-?>K 

A6 1K 31/4525 A6 1K 31/4525 4 C086 

31/4535 31/4535 4 C 2 0 6 

31/454 31/454 4 H 0 0 6 

31/4545 31/4545 

45/06 45/06 

A6 1P 11/02 A6 1P 11/02 

17/00 17/00 

37/08 37/08 

43/00 1 1 1 43/00 1 1 1 

C0 7D 211/46 C0 7D 211/46 

307/68 307/68 

401/12 401/12 

405/12 405/12 

405/14 405/14 

407/12 407/12 

409/12 409/12 

413/12 413/12 

417/12 417/12 

491/113 491/113 



(72) *w& 


BSfM IS 




F?-A(##) 4C037 MA03 




*S*AfSffi/J^ffl=Tg 7 #25^ 




4C050 AA04 BB07 CC17 EE01 FF01 








GG01 HH02 


mm* 






4C054 AA02 CC06 DD01 EE01 FF24 








4C063 AA01 M03 BB09 CC10 CC12 








CC52 CC62 CC75 CC78 CC92 


(■mm* 


m mm 




DD04 DD10 DD12 DD75 EE01 






»>x 


4C084 AA19 MA02 MA52 NA05 NA14 








ZA34 ZA89 ZB13 


(72)#D» 






4C086 AA01 AA02 AA03 BA03 BC21 






>>x 


CB22 GA02 GA04 GA07 GA08 








GA09 GA10 GA12 MA01 MA02 








MA52 NA05 NA14 ZA34 ZA89 








ZB13 








4C206 AA01 AA02 AA03 GA08 HA14 








KA01 MA01 MA02 MA13 MA14 








MA55 MA72 NA05 NA14 ZA34 








ZA89 ZB13 








4H006 AA01 AA03 AB20 



